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ADVISORY COMMITTEE ON HUMAN RADIATION EXPERIMENTS 
1726 M STREET, N.W., SUITE 600 
WASHINGTON, D.C. 20036 


October 1995 
To the Members of the Human Radiation Interagency Working Group: 


Secretary Hazel O'Leary, Department of Energy 

Secretary William Perry, Department of Defense 

Attorney General Janet Reno, Department of Justice 

Secretary Donna Shalala, Department of Health and Human Services 
Secretary Jesse Brown, Department of Veterans Affairs 

Director Alice Rivlin, Office of Management and Budget 

Director John Deutch, Central Intelligence Agency 

Administrator Daniel Goldin, National Aeronautics and Space Administration 


On behalf of the Advisory Committee on Human Radiation Experiments, it is my 
privilege to transmit to you our Final Report. 


Since the Committee's first meeting in April 1994 we have been able to conduct an 
intensive inquiry into the history of government-sponsored human radiation experiments and 
intentional environmental releases of radiation that occurred between 1944 and 1974. We 
have studied the ethical standards of that time and of today and have developed a moral 
framework for evaluating these experiments. Finally, we have examined the extent to which 
current policies and practices appear to protect the rights and interests of today's human 
subjects. This report documents our findings and makes recommendations for your 
consideration. 


The committee listened to the testimony of more than 200 public witnesses who 
appeared before us. We are deeply grateful to all these witnesses, who overcame the 
obstacles of geography and emotions to assist us. 


Our work and this report would not have been possible without the extraordinary 
effort the President and you put forward to open the government's records to our inquiry and 
thus to the nation. We are especially pleased that, through our joint efforts, the American 
people now have access to the tens of thousands of documents that bear on this important 
history. 


None of our conclusions came easily. We endeavored, both as individuals and as 
a committee, to live up to the responsibility with which we were entrusted. This report 
represents the consensus of fair-minded people who gave the best they had to offer to their 
fellow citizens. 


We thank President Clinton for this opportunity and for his courage and leadership 
in appointing the Advisory Committee. 


Ruth R. Faden 
Chair, Advisory Committee 
on Human Radiation Experiments 


ER res ss eon opie pa 


\Y 


Advisory Committee on Human Radiation Experiments 


Ruth R. Faden, Ph.D., M.P.H.-Chair 
Philip Franklin Wagley Professor of Biomedical Ethics and Director 


The Bioethics Institute 
Jchns Hopkins University 
Baltimore, Maryland 


Senior Research Scholar 
Kennedy Institute of Ethics 
Georgetown University 


Washington, D.C. 


Kenneth R. Feinberg, J.D. 
Kenneth R. Feinberg & Associates 
Washington, D.C. 


Eli Glatstein, M.D. 

Professor and Chair 

Department of Radiation Oncology 
The University of Texas 
Southwestern Medical Center at Dallas 
Dallas, Texas 


Jay Katz, M.D. 

Elizabeth K. Dollard Professor Emeritus 
of Law, Medicine and Psychiatry 

Harvey L. Karp Professorial Lecturer in Law 
and Psychoanalysis 

Yale Law School 

New Haven, Connecticut 


Patricia A. King, J.D. 

Professor of Law 

Georgetown University Law Center 
Washingion, D.C. 


Susan E. Lederer, Ph.D. 

Associate Professor 

Department of Humanities 

The Pennsylvania State University College of Medicine 
Hershey, Pennsylvania 


Ruth Macklin, Ph.D. 

Professor of Bioethics 

Department of Epidemiology & Social Medicine 
Albert Einstein Coilege of Medicine 

Bronx, New York 


Lois L. Norris 

Second Vice Presiderit of Omaha National Bank 
and Omaha National Corporation (Retired) 

Omaha, Nebraska 


Nancy L. Oleinick, Ph.D. 

Professor of Radiation Biochemistry 

Division of Radiation Biology 

Case Western Reserve University School of Medicine 
Cleveland, Ohio 


Henry D. Royal, M.D. 

Professor of Radiology 

Associate Director; Division of Nuclear Medicine 
Mallinckrodt Institute of Radiology 

Washington University Medical Center 

St. Louis, Missouri 


Philip K. Russell, M.D. 

Professor, Department of International Health 
Johns Hopkins University 

School of Hygiene and Public Health 
Baltimore, Maryiand 


Mary Ann Stevenson, M.D., Ph.D. 
Assistant Professor of Radiation Oncology 
Joint Center for Radiation Therapy 
Harvard Medical School 

Boston, Massachusetts 


Deputv Chief 

New England Deaconess Hospital 
Department of Radiation Oncology 
Boston, Massachusetts 


Duncan C. Thomas, Ph.D. 

Director, Biostatistics Division 

Department of Preventive Medicine 

University of Southern California Schooi of Medicine 
Los Angeles, California 


Reed V. Tuckson, M.D. 

President 

Charles Drew University of Medicine and Science 
Los Angeles, California 


Advisory Committee on Human Radiation Experiments 


Dan Guttman 
Executive Director 
Jeffrey Kahn 
Associate Director 
Stephen Klaidman 


Director of Communications 
Counselor to the Committee 


Staff” 


nior Poli R h An 
Barbara Berney 
James David 
John Harbert 
Gregg Herken 
Jonathan Moreno 
Ronald Neumann 
Gary Stern 
Jeremy Sugannan 
Donald Weightman 
Gilbert Whittemore 


Jonathan Engel 
Patrick Fitzgerald 
Mark Goodman 
Deborah Holland 
Denise Holmes 
Michael Jasny 
Gail Javitt 
Wilhelmine Miller 
Patricia Perentesis 
Kathy Taylor 
Sandra Thomas 
Faith Weiss 


Jeffrey Botkin 
Allen Buchanan 
Gwen Davis 
Gail Geller 
Steve Goodman 
Jon Harkness 
Rebecca Lowen 


*includes both full-time and part-time staff 


Nl 


Anna Mastroianni 
Associate Director 


Sarah Flynn 
Editor 


Miriam Bowling 
Praveen Fernandes 
Sara Chandros Hull 
Valerie Hurt 

John Kruger 

Ellen Lee 

Shobita Parthasarathy 
Noel Theodosiou 


David Saumweber, Director 

Robin Cochran, Librarian 

Tom Wisner, Senior Technology 
Consultant 


Lanny Keller 
Kristin Crotty 


Jerry Garcia 
Jeanne Kepper 


Suzanne White Junod 
Nancy Kass 

Charles McCarthy 
Monica Schoch-Spana 
Patricia Stewart-Henney 
John Till 

E.W. Webster 


DOCUMENTARY NOTE 


The otherwise unpublished documents referenced in this volume are identified by 
their places in the ACHRE Research Document Collection. These identifiers, or ACHRE 
document numbers, have four parts: originating institution, date of receipt, order of receipt, 
and document number. For example, DOE-051094-A-123 is the 123d document described 
in the first ("A") Department of Energy ("DOE") shipment (or accession) received on May 
10, 1994 ("051094"). One of the appendices found in the Final Report of the Advisory 
Committee on Human Radiation Experiments, A Citizen's Guide to the Na:ien's Archives, 
provides instructions for using references to the ACHRE collection to find cocuments there 
and in the collections of the National Archives and at the agencies. 
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DOCUMENTS PERTAINING TO 
AGENCY ETHICS POLICIES 


The Advisory Committee collected a large number of documents pertaining to the origins and 
development of the policies regarding human subjects research sponsored or performed by the U.S. 
government. We were able to draw upon previous scholarship on the laws, policies, and practices in the 
period from 1944 to 1974, but we also discovered a great deal of new information from federal records 
collections, some of which had been classified until recently. Although the entire body of information 
assembled by the Advisory Committee will be available at the National Archives, we felt that it would be 
worthwhile to publish as many of these new documents as possible to make them more readily accessible 
to scholars and the general public. 

The documents included in this chapter have been arranged in chronological order. We have also 
provided the citation for each document as it appears in the endnotes of our final report. All of the 
reprinted documents were cited within part I of the final report. Not all of the documents from part I are 
included in this chapter for two major reasons: (1) we were not able to obtain copyright permission for 
some documents that we received from nongovernmenial institutions and individuals; and (2) some of the 
documents, through many generations of photocopying, are difficult to read and would be illegible in this 
format. As mentioned above, all of the documents will be available to the public in the Advisory 
Committee's materials stored at the National Archives. 
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Particularly pleasing to a research minded incividual was the sp 
endorsement of the request for a research laboratocy . ae the new Nava] 
ical School prepared by COR>C. S. Stephenson, KC, USN:2 "No record has vec! 
found of an institution, anywhere, in the sillion doliar class which does 
mot have a well organised program of research. Yer che Medics! Departmen: 
of che Navy spends over four million dollars a year for supplies and equir 
went and has no functioning research program. True, ve have had sporadic 
fits of research, but none have fulfilled the meaning of the word, and iz 
the main have died of nonsupport, lack of appreciation of the value of the } 
research, or purely to carry out the habit spasm policy of rotating eee ad 
mel. Compared with industrial reasearch as it is conducted by the greac 
trical and chemical foundactons, all sedical research is sosc haphasard, 
dividualiscic, and, hence, not highly efficienc”. BUMED needs mary sore 
Stephensons! 


an. 1 eS 


Experimentation with buman subjects, and the question of informed con} 
sent wos such in the medical and lay press in 1974, buc nine years before 
the Research Division was forsed, such experimentation was agreed upon for | 
physiological research with the submarine escape device, the “lung”, and in 
deepsea diving activity conducted act the EDU ac the Navy Yard, Washington, 
D.C. In 1932 BUMED wrote to the SecNav, giving in detail the protocol for 
the planned experiments and requesting approval.'° SecNav approved the re- 
quest for the work, with the understanding that all subjects should be ia- 
formed volunteers; that the detailed protocol be approved in advance, and | 
that every precaution be taken to prevent accidents. It should be noted 
the-vork vas entirely supported by che Bureau of Construction and Repa’ 
(BuCi2) but chac BUMED had at least one medical officer assigned vith | 
priate assistants, end that there was an advisory committee with a BUM 
representative on it, in the early days, CAPT Z£. W. Brown, MC, USN. 


But permission for animal experimentation vas not so easy. The auchor 
will be forgiven, I trust, for augmenting the formal history gleaned fron 
the cold official letters and formal reports by adding 4 personal experience. 
We had been doing an extensive biochemical experiment on dogs breathing ox 
ygen under presaure in the chamber ac EDU, attended by air breaching sedical 
personnel, and were quite well along when [rene Castle came to Washington 
and sade an emotional plea before a committee of Congresa to stop all ani-- 
mal experimentation in the U. $. This ancivivisectionist tirade frightesed 
the Chief, BuC&A, who ordered. our work discontinued. Knowing thac the months 
of hard and dangerous work under high pressure vere about to be lost, end | 


“Memorandum NCs3/S-£(25)CO/elh dated 9 December 1939 co Chief, BUMED. 
Subject: Research laboratory for the new NMS, signed by W. Chambers and 
enclosing a etatemenc by LT A. R. Behnke, Jr., MC, USN, proposing the lab- 
oratory. 


LOpumss Letter of 5 April 1932, $92(041) to SecNav vin BuNav with CNO, 


Subject: Macards to personnel in physiclogical research wich submarine 
"lung" and in deepsea diving at EDU. 


3 BEST COPY AVAILABLE 


vi 


. -2 10 
3-41 MEDICAL DEPARTMENT 


‘b. Dogs, cata, ond other saimel pets bept on military reservations will be 


vaccinated against rables when In the npininn of the surgeoa such Immunisation 


le indicated. ‘ 
c. When a case of rabies occure in on anii- | ot a willlary station, all dogs end 
¢ale at euch etatlon wil) be rectricted a recommended by the surgeons, «© --° 
d. Avy eniunsl thet hea bitten # person, end any anime! suspected df belag 
raldd, will be kept in confinement under the observation of a velerinary officer, 
id euch offices is avellable, otherwise the surgeon, for a period of at least 3 weeks, 
or untll deflaita symptome of rebics develop. If euch symptome do sot develop 
in thie period, the snimel may ba considered fore froma the disease and be relesacd. 


If mupicious #ymptome develop, the animal should he permitted to live watll 


no inatance will an asimal be destroyed by shooting through the 
procedure jaterferes with feboratory teste for sabiea Any anime! that 

bitten hy another enimal, heown, or reasonably suepeeted to be rsbid, will be 
iinmedietely destroyed or confined wider observation for a periad of , 
the end of which period: it may be released if eo aymploms of rsbice bhve 


developed. ' 
yi Avy persona bitten by on anime! may be vaccinated egeinst rabies when in 

the oplaica of the surgeon euch ection le ladicated. ie 
56. Scoblee (heh) —o. Regulations pertaiming to bathing sed personal byglene 

will enforond at ofl tare. ‘Bee AR 40-205, , 

‘b. Conca will ba acgregeted sad tresied an recommended by the surgeon, - -*!, 


ming, bething, or otherwise exposing the chin to infested woler. “ whi 

$6. Terenas (locbjew)—/ AN military pervonael' on active duty willbe! fei) 
mualeed against tetanus as prescribed ia orction 11. i 
 O& Trechomes— In regions where trachorea ie common, persoanel will be wabeed 
of the danger of infection from direct of indirect contact with infected personh 
The danger of using towels In common and of rubbing the eyes with unchas. 
hande will be stremed. 1S catteng” 

40. Tularemte— Personnel will be warned of the danger of contracting tularefala 
by the bites of bivod mucking Bice and ticks or the handling of lnlected etme! 

41. Vows’ (frembrole)-—In arese where yaws le prevalent especie! ettention - will 
be given to the contro? of Mies, to the disinfection of minor wounds eed abrasiond 


of the skin, and to minimising contacts botween troops aed natives © = «(LF 


A. a. We iy il ath 
aneiaes —e u.c. MARBUALL, 
. "aher Gener preins et, a 
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DISEAGHS OF MAN- 


ow] 
General provisions. 0. al. , Paremegr 
Reape nalbility for initiating 206 enlerrement see live pie <+- i 
Tas Riectval objects of military hygicne and Whelintion. nun 222 
Dedot of preventive meseures.......... jf QuOr eves enece ' 
tee of special terme i lainiteichtiie occa . “OP Or deme «oe ewe ee eee cae i 
lafacece of entiresmect.. Lae Mak Si cd oo oi eee teres 6 
Riel Sos ges PT 
PdgerTe Ven prey bal elie ee seceee = = eee a ES Ie : 
. eee we we me nivirtieeuahtd ne eee Eee, ® 


“~My, es fherte. » we te regerding . moalcapie Wrpere 
T's altel L. wee MS 90 -9— et press), BE 
anpral " sontiory wlaseaiThe mai objecte: 
saoltery science are— wat pty re " bate 9 . 
@ Glecever the ! b thegenta eeatene a 
. 1 — to mea, ' — - eo. ve vate — 
apply effective ce ft ndicating va - 
“ |.aad for preventing t Y seenaatiogen . of wa.” 
3 Influence of @loceee retes on PM iory'compeigne Miliary operations have 
7. 4 bees cerlousty ‘With te formes times by common. 
lara sea, > = the deaths (rome battle esseutties hare 
earyoded deaths a dlecece military forcee whict applied 
pon he - pend Ara pt loa fective Sanitary measures are 
aon Commun Yshie may ercer sporadically hot they 
iid an aeontine te 1. owl ie pee Bt 
si eecarch . experisentdl ‘An 
. barlog.tn view. the Gacovery #1 methods for ective inueaiee temen 
ere being ca ied on id the Army:iod will 
thelr practical valwe has been demonatseled 


| , c 


VA Pommensing eficers suders of 
. vredee . rw 4 
ied he regulations stains fe All , + eiat ‘toe 
. ) ts é > . ; 
i 67829°—39 ee m a 4 re preecrthe 4 
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the of prqventing the epread of commuuicable diersece, and com- 
Peter eaete euivae amet to the enforcement of there reguia- 

tpn, expecielty those enamerated below: 
(1) The thorpugh wnablag of bends after visiting latrines and before 


cech meal 
~ 4? (2) “rid propel stertiication of dishes and mese bite é; 
(8) Vaccination egninst antalipex, tjphold end the paratrphold fevers. 
(4) The prevention of vecereal disease. 
_ $0) ‘The proper veollistion af barrecke. 
'* "{0) The eliuiastion of overcrowding. 
1) The eradication of mogquilecs, : 
Dang cae eh yg yo 
(0) The purification of noapotable water eupplica ; 
(10) The proper ateposal of human excreta ond mehure. 
"4 ; of garbece. “ ot 
or yeu o military hygiene and senitation—a Gon 
in of the meesures eoemersied In these reguletions retate to tb 
ton of dlecane In the lodividusl! white ethers deal direct!y with the com 
leable lornse Hterlt and place the rneponsibitity for provéation of Ite spread 
epectatty trained eaperta 
Ta teed, a commen etetitiass Geaheen ond caattation tee to tad Ga ce 
‘eqpetichenent of the following objects! , fe. 
ie (1) The continuens meintesance In each fodividuel of the highest pes- 
ary = tile otale of beaith. ° . % 
(2) The tralaing of the soldier ta such rules of personal conduct se will 
ey he +, enabje bis te aveld the infective egeet of communicable dierases, 
‘hin: AO) Toe epeeific tounvatsation'af cach individual excteet commasicadlo 
ssa + ‘te: Qecenna when it ts possible of accomplishment. - 
i ety9 44) ee euparvigion of alt kaown Infectious coses with a view te pre 
gst a. t+ Ventiog: the transference of the onvsative agente lo others ° . 
ies (8) ho aoperrision of the commen aveners of treeuolasion with @ view 
oe ta freeing them from eng lvieg pathogenic organiome by ‘micane 
eas. ihe Of (RQ Bitration and chicrisstion ef weler, pacteertzativn of mith, 
(- i. thagengh cooking of foqd, and Oevtraction or exctaston of Mies, ote, 
“we ) The sociological enpervicien of all fofected persona ob. 

Me eee al preventive meagures.—In conaidering the provesticn ot 
corementrable.djerazes tt is necessary to bave claarly fa mind thet thes. pre 
wantinn on control incledeg the application of all measures initiated to beep & 
aeltier in the beet of health ead te tmprore Lis physique oe well a those pre~ 
 epfacre thet harp a direct tearing en prevention Beme of the provistens of 
“ gemvlatione relating te military bygtene and sanitation (AR 40-206) beve ony: 
an lodirert bearing on disease prevention, thelr mata porpese belog fo develop 
Rebla af, cloacUnges, ordartiness, and hygienic livieg ta the individssl) and 
ta. gregiea ond daselop bie respect for cell. Others bave @ very direct bearing: 
ay Giprare prevention, The meacura pf euccera to be aitalned In the prevention: 
@f; Fompmoiceble dlerence 4 Gepeodect, to a considerable degree, oh the 
efictency, thoroughpem, end totelligence with which ell regalations relating 
dosh indirectly and directly to dieense prevention ore carried owt Laboratory! 
ang pldeg. examinations of apecimens are earentie! for the control of many of 
ph« goropenicadle disseara, end the directions for collecting, prep 
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5. Definition of special terms.—in the application of the regule‘ions to! 
ing to, the prevention ef the cwwemnnicable disssecs ef man, the {nip w! 
ferme pre used as declined below : ir 

a. Oenteot.—A centect Inn person quartered lo the same tent, ec oor epy! 
@ wege-by bed ta o xquad twom, of closcly assochited at mene or. otherw! 
with am individual infected with the causative organiems of @ communica! 
Oerase. . ; 

®.. Qerricy.—The term “corrier,” ae used ta theee regulations, te eppiied 
an lodiviége! who barbore sed excretes patbogentc pareaiice withoot sha 
lng the areal evidences of the disesse predeced by the parnsite in queatl: 
Qarriers may be clansified as foliows; ‘ 

(1) True cerrtere, who harbor parasites which are pethogentc and vir 
, feat True carriere ore subdivided isto— 

(e) lncubationery carrlere who are temporary carctere to 1 

Incubation stage of am Infectious dlacena 
(8) Convalescent carciera who may Le temporary er chron 
. Temperary convalescent cerrlere are persone whe are 
r , the convulrecent tage of o0 lafectiove direnze but tn 
net ae yet eliminsted of the .cacsative organian 


~ Chwente convalescent carriers may have apparently 1 
salt covered entirely from the diecagaibet they preaumal 
ii still bave sume conceuled lesion which penoite tha pn: 
a - Gite te continue ite growth; the excretion of pacanttes 


such cacees fe vfien Iniermittent. 
(e) Gontect carricere whe may be temporary of chreatc. Coa 
tact cutrlere ave those whe acquire parasites from ens 
— ' clatlon with cases or corriers without themarives develo 
age ° ing the dlseusa. ' Sia 
+. .€2) Peowde-cerricrs, who harbor orgaulsms merphelogiceily and cali: 
olly Iindistingelshuble from pathegeule and virelent paraait: 


She « which are, however, found om ferctber exarstaation to he no 
Gar fe patbogenle cod sonvirelent. Durieg the courses of examinatt 
um = g.~—S ae Cewe bndividwate rust be regarded a8 tree carriers aatil no 
6 _ pathogenicity and nonvirulance are eeabiieded. .: ' 


_& Suepect.—A auepect tea pereon eshibitiug signa or symptome which, thou, 

eA} deOmitely Slagnestic iu character, may indicate some singe of a commn: 

‘.y¥ Qperantine.—Quarantine ts the epplication ef euch restrictive masnor 

the, activities of cootacts, carriers, suspect and cance of commoenirah 

a@ many reasonably be expected to prevent the forther epreed of 1! 

(1) Working quarestine te the segregation of eelecte:t carrlere of ‘onin 

groupe in such @ manner that « given group ts not bronght In 

uC contact with snother group of with other porsons, yet the rid 

ae! formance of ceriein dailies (noch #6 faligue, drift, inestractin 
etc.) te not interrupted. 

yi (2) Absotute quarentios is the detention of contecia carctlera, euapeci 

as 6 peraoue Ii with communicable disease, or ether groupe of indiri. 


tothe wala, bu complete heoletion, either tndividnatly or collectively, ; 
the clecumetavces may warrant. 
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‘@, Inflasace of enviccament.—The specific part that earironment plays in 
Ow epeeed of communicable dinceces Gepeads epon whatber or not it permits éf 
the exchange of baman dlecherges or whetbe/ or ‘set’ certain lesecte whica ate 
Brown to:sct as trearaitiors of @inensd constiiate aa Integra! part of environ. 
mental conditiona ' The preseece of certein lasecits and erercrowding, : 
With Paoliy Gecipline and Uoslied fecitiiies for bathing the body and washicg 
the hands contribute to the epread of commonicedle diseance whenever ta 
spetiic infoctions are lntreduced inte the commonits, In eddition, unfardrable 
parvitonment will: tower bedy resistence and theredy the lodividusl te prtdie- 
peerd ta covtract'G@leresa =‘The repi4 mobilisation ‘of large nambers of recrol 
en the bringing tagetber of detachments of neo from Gifferent unite for the 
formation of sew ergenisations reeolt fa rapid dlasemination of qobpathogenic 
and pathogenic ralcroergenieme carried by ladi¢iduate. Bech edbnditioss sre 
téeal fur the epreed of communicable Glsensen =~ " © 

7. Principal modes of tranemiarton.—a. For dlecance of the reepiretory, ia- 
Sentinel, ond wrinery Greets. © * * , ¢ 


‘Al 41-(4) Angretion OF pathogente erganiems discharged from the Intestine) 
eet 64) and artolry trocte with’ water, roltk, aed uecoched foods ie the 
‘hu-clec.« prineipa® mode of tresemiodion ' 


++ (> Peremet contect te e'vedy teipertont mode of trenemlesion from 
yinonmeots indieidadtvte: inétetdosl § Infective: agents ere Aiecominated 
neet  t @Qirectty fovea the tnfetted pertda chiefly through dlecharges from 
‘+t os thermnceqy acefh,: béwel, end geelte-urioery tract end by direct 
contact with en Infectity becléa. An Important method of spread 
oo . « te through tefections meterial on the hands. Spatam and droplets 
a+. © 08 epreped: from the mouth play « significant role. 
ih Inesete.—in cortata’ arese of the United Btatee Ineecte pley an inopertest 
rOle ta the tranemiasion of a lrmlted camber of Gisesere (malaria, dengue, 
eta). In tropical coeptcies Incacts are: even more iroperiant ne factors to 
the opread of the: cansative organiome of commonicable ‘digeanes. 


+ @ The establichment of quarantine —<o. How ond when coladltighed —The 


eotablishuent of quarantine measures at a'mliitery tation will be made by the 
eoanmanding officer, ‘when necessary; epod recommendation of the surgzecn. 
Absctote quarentiag of forge bodies wt ‘troerpe will be insiituted valy when a 


- Ggrase of « serious patere exists ia i commend of threatens te become widely 
, Gamminated thecets, - Ordinarily contecte will be held in working querdn’ 


ting, and will be eubjected to one or more carefal physical Inepections dolly te 
ontice that estly cases and. euspecte nay be detected § In the control of cor- 
tala communicable diceeses, all quaractive merasores wey he dlepensed with, 
relleece helng placed cpon corefut physical Inapectione condacted at intervald 
to Inanre detection ef coece in their leciplancy. The special quereatine meas- 
orre epplicadle to the verlows dinesers will be feand in the regulations gov- 
eraing the ptevention of epecific Gieenees.. . , ‘. 

>. Mectton 4708 of Revlerd Biaiutes of ‘the Vatied Biater.—Hection 
Bevieet Btatotes, which will gevera qnerentines when applicable, le quoted a¢ 
follewe: 

¥ The quarantines and ether restratote cotabiiahed by the health lawe of ony 
Btete, erapecting any vessels orriviag tn, or bound to, say port or district 
thereof, shall be Guly cbeerved by the officers of the custome rervenv of the 
United States, by the masters and crewe of the several revenue ¢ and 


4 


i 


COMNMUBICADLE DISKAKES—UENEAAI. ’ 


of euch querontines aod bealih laws, according te thelr reapeciire powers 
withia their reepective previnrte, end as they shell be directed, from thu 
time, by the Mecretery of the Trensury, * * *” 

©. Observation camps fur recrulia-Observalion campe or barracks 
incoming recruits will be entaltiched at sietlons where pecessery, Rec: 
rriving tm groupe or tndividusily at frequent intervets will ba dotaine. 
these barracks of camps fur whservaiion during @ pected of time sulicien 
insere detection of aceite curmmuntcable disceses contracted before arr 
thereby preventiog their introduction Inia the commaand. The stetes of 
sonnel held under observation will ordinarily be that of working quere«! 
They wilt be carefatiy inspected by @ redicel oficer et least unce « day 
Doge of disease, The minimun period of observation will be 


worm 
municable dlecace of & scricus catere are Jolaing & command at tofreq: 
intervals snd in swell numbers, they mey be sasigned directly to orgunieat! 
provided that they repert to the uelt surceos once a day during @ period » 
least two weeke for exeminetivn with a view to detecting acute commeni:: 
and citer disencea In large commande receiving greal sumbers of rece: 
qoaresting campe may be nevessary for the segregation of carrlera, cori 
cootecta, and sumpected cases of commusiceble élsresen. 

10. Btatieticsl charte and reports regarding communicable disease: 


14, @. 800.89 (11-1-98).) 
By capes of tHe Arcertaey ow Was: 
JOUN 2. TENSUING, 
General of the Armice, 


OMef ef Bion 
Orvectas: 


RODENT OC HAVIA, 
The Adjutent Ccnerel. 
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REPROOUCED AT THE WATIOMAL ARCHIVES 


corr 


Letter from J. £. Moore, i. De, te Sr. A. He. Richards October 6, 19L2 


I have recently received a letter of enquiry from Dr.. Charles 4. Carpenter 
of the University of Rochester School of Medicine who believes that he may be able to 
work out a human experiment on the chemical prophylaxis of gcnorshea. He has asked me 
te supply him with a statement that in my opinion such human experimentation is desir 
able. I have in turn replied enquiring fre= his as to whether he wishes a statenent 
from pe on an entirely persanal basis or in one of my cfficial capacities - as Chairman 
of the Subcommittee on Vensreal Diseases, National Research Council, or as Special Con- 
sultant, U. S. Public Health Service. In either of the latter cases I have pointed out 
to Dr. Carpenter that I could not make such @ statement without the approval of hisher 
authority. 


May I ask you to supply me with the attitude of the Comittes on Medical 
Research toward human experimentation in general, and toward the particuler probles 
of human experiment in the chemical prophylaxis of gonorrhea. 


y taper OF Ae We Risharde, Chairman, to Or. J. EB. Moore October 9, 1942 


In your letter of October 6th you ask that I advise you of the attitude of 
the Camnittee on Medical Research toward human experimentation in general, and toward 
the particular problem of human experiment on the chemical prophylaxis of gonorrhea. 


The Committee on Medical Research will hold its next meeting on October 29th. 
I shall present your question to them at that time. In the meantime I have 
confidence that the Comittee will support me in the statement that human experimenta- 
tion is not only deairable, but necessary in the study of many of the problems of 
war medicine which confront us. When eny risks are involved, volimteers only should 
be utilized as subjects, and these only after the risks have been Sully explained 
and after signed statements have been obtained which shall prove that the volunteer . 
offered his services with full knowledge and that claims for damages will be waived. 
An accurate record should ve kept of the terns in which the risks involved were 


described. 


In answer to the second part of your question «hich concerns this specific 
case, the Committee on Medical Research must rely on the judgment of the Responsible 
*nvestigator, supplemented by the judgmant of the comittee in whose field the inves- 


gation is proceeding. 


Rb. 227, 25RD LMR fintmi Brae Beaty 
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fevision of Dr. Richards' letter of October 9, 1942) . 
sply of A. N. Eichards, Chatzcman, To Dr. J. E. Moors Octoper 31, 1942 


In your letter to me of October & you mised the question of the attitude 
f the Committee on Wedcical Ressarch toward Mmman experimentation in general and toward 
Se particular problez of human experiment in ths chemical prophylaxis of gonorrhea. 
. Save you a tentative reply under date of October 9 and brought the matter before the 
am at its meeting on October 2. 


The statesent in the second paragraph of my letter of the ninth referzving 
to the general attitude was upheld. 


"Huan experisentation is not only desirable, but necessary 

in the study of many of the problems of war medicine which 
confronts us. When any riaks are involved, volwmteers only 
should be utilised as subjects, and these only after the 

Tisks have been fully explained and after signed statements 
have been obtained which shall prove that the volimteer offer 
ed his services with full knowledge and that claims for damages 
will be waived. An accurate record should be kept of the terms 
in which the risks involved were described.*® 


I was instructed to recall the third paragraph of that letter and to offer 
in its place something to the following effect: 


Whenever human experizsnts ere plamed as part of work calied 
for in an 08%) contract recammended by GOMR, the Comnittes cn 
Medical Research should mow in detail what they are. Fur~ 
ther, it must be understood that legal responsibility for 
possible damages rests with the individual in charge of the 
experiments and the Institution for which he is agent. Are 
rangements can be made whereby both he and the Institution 
can be protected by insurance. 


Hoping that the above statements provide adequate answer to your questions, 


Reply of J. E. Moors, Me De, tO Dr. Ae Ne Richards November 2, 192 


Thank you for your letter of October jl outlining the attitude of the 
ttee on Medical Research toward hwoan experimentation. I have forwarded a@ copy 
your letter to Dectors C. U. Carpenter of Rochester, New York, and to Alfred Cohn 
New York City, beth of whom are interested in the possibility of buman experimen-. 
-ation in gonorzhea, though neither have as yet an OSHD contract for this purpose. 
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eueet No. 334 AL1/P3-1 (430306) (Sc) 
COmPIDEIT IAL 
March 6, 1943 
Tron: The Chisf of the Bureen of Medicine and Surgery. 
Te ¢ Tae Sesh curn de Darye, Havel Levovetary Rpocares ttt 85, 2, 
ie University of California, Berkeley, Califernis. ; 
Via 3 te Rotsteh Beiaind, ea, SAS Sevak Ractaies an fe 


Subject:  #§§ Proposed Clinical Evalustion cf InOluense Antionnen, ot 
Weesages coucerming Influensa Yirws Specimens, ** 


Referunce:s s Your letter <' Jadinsy 163. 4 
b) Your letter ef 22 February 1943. a 
Enclesure;s (A) Cory of = preferred form of “release. | 


1. Yolloxing receipt af reference (a), the question of the 
liability possibly incurred by the Gevermment and/er its agents in carry~ 
ing out the experimental wrk preposed in MAS Rescarch Preject Fe. I-102 
was referred to the Juige Advocate General's office fer‘expresaion of”* 


opinion. 


2. In an informel memorandum, J am adrized that the existing 
release clacse is deficient in thet it decs not state what it releases; 
that, regardless ef form of release executed, all personel engeged in 
the tests are subject to action in case negligence can be eutabliched; 
end that such experimentation usually leads to the enactment of special 
legislation for the relief of any persen inralved. 


3. Further: the evidence available suggests that ovither the 
glycols nor ultrurialet rediation will serve te limit the cummmzicatian 
ef influenza from individsal to individzal; ami thet their ability te 
sterilise cpeces is cpen to questicz. 


4. In riew of the foregoing, the Bureau cammct authorise the 
experimestal exposcre cof humm: subjects to infinsnsa virus. 


5. Tt is noted from reference (b) that you ingcire whether it 
would be feesibls to send messages to certain investigators ebroed from 
whem you could probably receive euitable specimens fer subject experi- 
mextation. In view af the action af the Bureau om the sub ject-request 
in reference (a) no action will be taken om reference (b). 


* BEST COPY AVAILABLE 


o-"eppee a t at ew "a'. 


pecunssriig aR fa Eee = AE Te 


NOU rnuv Gwe 


sect ae’ 22/9 


March 6, 1943 
PREFERRED FORM OF RELEASE 
°f, » of the State Penal Institution, 
San Quentin, California, being desircus of participating in the experiment 


to be undertaken by the United States Naval Reserve Labcratory Research 
Unit Wo. 1 far the evaluation of influsnsa antisermm, do hereby certify 
as follows: 


"That I bave bad explained to me the general purpose ari scope of 
the contemplated experiment the Haval Laboratory Research Unit Ko. 1 
intends to make and fa which I ed volunteering. I appreciate the fact 
that there are certain phases cf this experiment which for good and 
sufficient reason cannot be disclosed to me in detail. 


"7 have had explained to me that there is a certain hasard involved 
in the procedure and that it is possible thet I might become sick and, 
in a remote case, death aight result. 


"“Beving had all of these facts explained to me and being fully 
cognisant of the fact and circumstances invelved and <cting freely 
and voluntarily without amy coersion an the part of any person whom- 
soever, I do hereby consent to the administration of any serum or virus 
by inhalation or injection into me that the Naval Research Laboratay’ 
may desire ani the performance upon my body of such experiments as they 
in their opinion may decide to be of advantage in promoting the reeearci 
work they are doing. 


"J bereby remise, release and forever discharge, the State of 
California, the individual agencies thereof, the United States cf America, 
its various subdivisions and the individual agencies, officers or other 
persons conducting the above experiments or ih any manner connected 
therewith, from eny and all manner of suits, actions or causes cf action, 
claims or " demands whatsoever which I or ny heirs, executors, edeinistrators 
cr aseigns my at any time have by reason cf szid experizents or of any 
results theregf of any kind whatsoerer. 


In Witness Whereof I have hereunto subscribed my name.tni 


In the Presence of 


Signature." 
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a Associate Laboratory Director 
| 


| 
mr. B. Bilberry [2 
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Dr. A. MU. Brues “ fe oo Director, Biology Division 
Clinisal Testing. 


‘ I bave received, as a sember of the Interin Nedical Advisory Comittee, 
a letter from Stafford L. Warren who is chairman of this committee, regarding 


clinical testing. He states: 


- es "At present clinical testing programs have been authorised es a 
““"" part of the University of California at Berkeley and the University of 
Rochester contracts only. In the interim period......it is requested 
that no other clinical testing be performed by other contractors than 


bas been already authorised. 


P e This memo refers only to work done under the auspices of, at the 
~: expense of, or with equipment furnished by and under the responsibility 
~ ef the Atomic Energy Comission (and not)......by e doctor upon his om 

. and his unversity's responsibility and at costs not reimbursable by or 

_ not having any connection with the Atomic Energy Commission work", 


I am not certain what relation this has to the use of arsenic’®, which 
Dr. Jacobson and Dr. Neal bawe been preparing through Argonne and are using at 
Billings Hospital in tracer enocunts. I have been assuming tint this is part of 
z roved program of this laboratory and that the responsibility for the’ 
ts sas clearly in the hands of the University of Chicago, which Dr. Jacobean 
~) g satisfied with the progran at Billings. 


‘In the first place, the University of Chicago es been engaged in work 

,usang suman subjects and related to the work of the Manhattan Project. is refer- 

in this re » I can cite report No. Ohe3607, which was declassified on the 
ast day of 1946, entitled "Distribution and Excretion of Plutonium in two Human 
Subjects". In the second place, this work is part of the program of the laboratory 
“as submitted at the meeting of the Medical iy, al Board January 24, 1947, wnder 
three of the ten items on this program, mamely, (1) Effects of Irradiaticn on 
|Structure and Fimetions ef the Blood, (2) ik, to Different Types of Radiations 
“ef Various organs and Tissues including Tumors, and (3) Absorption, Dispositica 
and Bliniaa tion of Raticnstive Elements from the Soy. 


4 The purpose of this work falls under these categories of our program, and 
itm@ens to me fortunate that we can parallel cur animal observations in humans 


through the experience and clinical contact of Dr. Jacobsen. This work will ob- 
viously give us information bearing on the extrapolation of animal work to the human 


which is most justifiable in the case of this short-lived isotopes, which we have 
good reason to believe my be of actual value to these patients. 


I wonder if representations could not be made indicating that this work is 
an important and consistent part of our program at Argonne and also that the Argonne 
bas included clinical research in its program for some tine past. 


Austin Mf. Brues, M.D. 


My 

> » YF ; 
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‘Sr. Tacs J. willians BRoske> 22 


Carroli % tilson 


Uecica. :ssearcs Program 3 orn 


Avwaciec ars coples cl a Letcer Sacec ase s 2347 

fre=s cr. warren.to oe, arc a ietcia> sacec asril 30. iss" om Be 

to DOr. <arren, relating to tne secical researc: progra- “Se 
eudses=s sovered in tne ictters sers Giscusseé with ir. Tasden Sulcx 
en bis secent “rip <o uasnic-<se. You sill sove in Me =ird para- 
+gpaph ef ap letter to ir. tarrec toas the Comission haz azoreved 
‘im pricsiple taat research perscesel scricing on sedical cesearch =. 
“projee=a of the Commission shoul<e be civen an op:orteni*t7 c devots 
gart o- weir tine to pursuics resserch ox tieir own ici<iative, _ 
under cerzain specified eenditions, ‘shile sy letter to i>, warren 
speci-ies that such researc= say te as roved up to trec<r percert 
os the sine of the researca porssanss ersased on tuch sezisel 

pro Zecz, discussions with tae Maciscn S5usre Area and <a 
Univers: 7 ef docnester have icciccsec Siat in somo cases, at 
sleast, ¢ <s may be more practicable to compute trenty pesc==s on 
pbudse=asy racier. than e@ tice Sasiz. | 


=i. have: already given he sree Yacacer, sadism sure 
area, * authorisation to taxe- cne--action conteny lated sy 
Sparagcc = Saree of ny letcwer <o D>. carrer, anc “so use ei<cer 
wa budssary cr a. tias basis for sossuting sie twenty pe>cect, in 
ites cease of those aedical resesra:. ccomcracts supervised ty his 
‘office. It 1s resuested that you tx2x2 —he necessary Stzs3 <o 
au<neorise other Area Yaracers, who suservise cther cacisa. 
ruscurc= -ro jects carried on 9; usiversicies vor she Cs==:ssiona, 
to secs comparasle actica. 


Attaaoeats 
ni szated 


RG 326 
Col’: at-—en ois reeeel vrea 
Box _ * 


ee 


«name «+ Oo 
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Sa-roll Le. Wilson May 6, 1347 
Boia E. Huddlesen, Jr. 
MEDICAL RESEARCY PROGRAM 


..BBcoemmend signature attacsed memcrandum <= fr. Ralter 
-~ . “ . : * 0 @- ; 


ee Williams. 


Z=slesure! 
' £s stated. 
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ale” OFFICE OF THz SECRETARY 
CCCs 
Opl3c-jc 
7roa: The Secretary 2f the “Nav. Serial 67913 


eubject: Wuitauricc. LollaL str cuntaTicn Gil 


of © of P Mee - rote 
w. weet & Se" C..n. o- 


- | 
ALi Bis acd ctations. © Aseil 7, 13 
| 


1. It bas bean noted with concern instances in which service personnel 

have been subjected to experimental procedures involving potent medica- 
tion and aften hasard to health or efficiency, the investizations in 
question being conducted by civilian vhysiologists, civilian physicians, | 
or individual sedical officers who aay or may not be aware of all con 
siderations pertaining to such investigation. 


2. “xperinental st f° of wzecical aaturn won service sersonrel ars 
hereb: torbidden SHES! e experinenta!l desim in each case has been 
duly submitted to the Sureau of Wedicine anc Surgery, for consideraticn 
and recommendation, and to the Secretary of the Navy via the Chief of 
Naval Personnel, the Comsandant, Marine corps, and the Com=zandant, 

U. S. Coast Guard for final approval. 


PRANK <NOX 
April lh, ifh3 BAT Sint BGS Blew as. SECNAV 
R733 
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ss the headewerters err224 be in the Aseri- 
can Mes=cs2l Associsviun ve.---s Sui VELSSES sce 


ssow_2 se stacsionez there. 


T= 2 recent conferenc: vith Jezes Pauliin 
he intsrmed me thet the Ecuz2 of Delegates nec 


= 
Ssprsveé She emplcv=ent of zs tants for carsv- 


isg s=j she work of tne Co=< 


Dr. Sali scated chet Or. Ssrcs was expectec at canis 


- as =. a ee [--—— «~ « -—- ~- #7 :”* 
seecing of che Executive Commiczs:s, Bus that the raiusseac 
= Ve “7 -> A 7 : 
wr ake prevencec fa S=ing. 


MY 


ecutive Committee, <= sstion duly seconce< anc 
carried, voted to refe> Dr. Ber<s's letter to the fi Soard 
and to ask Dr. Bortz to attend ==2 of the meetings cf the 


Board curing the San Francisco :2ssion. 


INVITATION TO ASSOCIATION 2: APPOINT REPRESENTATIVES. 


sae ailiec nations to take cer <si= actions on the Ewan exe 
perasents Gnas were casried om <ere. hese experisents 

have deen condemed as morally =sound by the naticzcs thes- 
selves and they want them conds ed scientifically. ‘The ates 
Surgeon General was consulted Sr sche Secretary cf Wer, whe 
Statec that they would like tc seve a representative of the 
american Mecical Association errsinted. They teler&scned <s 

O>. Luli is> che name of a rerrisentative and he teLeshoned 

“0 o>. Sensexich. They acrees = Dr. Ivr, who is willing to 


a-+ - : < + - ‘ tne ~ «- + 
@ce as tn? renresentative of <=2 Assstcation at the sconmterexce. 


Meo ese -~ ~-—- mesa < as 3‘ 
sn@ sxecutcve Commitscee v:<26, om sction Guly seconéec 
SRS Carries, SS approve tne apriuntment of Of. avy cs >esre- 
7 &2 
—— es © 
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senvacives <>0m che 2lliz: nations at the conference havin 


to Sc With human experir=<s. 


= BEST COPY AVAILABLE 


ta on oS © > @ 
oe se gr: fee are 2Hi Gon 2 fee 


RESCERT.OF 25. a. C. IVE ON. WAR. CRIMES IN WEICE DOCTISS 
Wars INVOLVED (2. 138): Dr. A. C. Sv¥,: wes was selectec s 
the Bocsa.in accsséence with a requess fees the Office sf <= 
Su>gecn General <> the Arzy to.meet. with representatives <i 
Frence and Exglo-= to make a survey cf the war crines of ¢. 
secical acture i= seich Gerszex physicians were isvolved, 2aée 
&@ srief resors.- Ss staced that the seeting hac 2 two-fc.- 
pursose: (1) Te xtr2 a study of the wer crises ond (2) ¢: 
€l=Se>.reccrcs s5 2il crises in which ccctors were involves 
Ss chat the sedice: and sciestifiec world would te sbjoctare, 
imfsrmed. as to Fizz some of the Nozt shysiscans enc sciez- 
tists 412, The rocvey.was proposeé wich she ices cf (1). =ix- 
img @ study shevusz why chese Coctsss cistegerces setice. 


- = , ~—-*e * = - - - - 7 
e=unzsecs ascé (2) scsssasing these fesc8 Sa Sook 
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heil be inccrrsreted 2 code of echnical cules fc> ex>i>isen- 


tacisn on bomen beings with the icsea oS . scmetine = te 
future when <=: interast tonal esée ts be ime develope: =: 
laxyers ed ¢zsize co s2zy something rege e>aing this czccar of 
huss 2@xXD erizs-tation. 

Ze wes Say coved, secons é ani carried chet D>. oy be 
ask)e2 <5 turt sver to the Secrect2esy ex2 General Ncomutre> af 
the Associazicn an sbstract o> digest of the scientif:: evi- 
¢exce regarzic: brutal husan expe>isentssicon in Ger=m=r dur- 
img the war is> transrissicn ts <se Juciciel Council wich the 


J “ 


request the: <= sake @ repert 2s to the canner an whics these 


experizents 2>2 aniringenents of seétcal ethics ané <=:s 4 


= 


make e@ reves: fs> subzissicn to the so Chee cf Delegctes 
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= OSJOLVED (ps. &): The Secrecary of the i:2:°2 reported 
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mas Se. A. 6. Ivy haz set with che Executive -sasittee in 


é sade a report cn the survey weish he anc rep- 
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“=: the Executive Committee requested ©>. ove to turn over 
=: the Secretary and Semeral Manager of =e Associ2*ion an 
ss<sac > digest of she sciensific evicscce wnich hac bee= 
oan the survey mcde of war criss: on the pert of 
sz2 Gersans during the wer, and voted tz-= chis repes= de 


the Jutisctiax Counsti with <xe requess txat ic 


ry 


Ta>zecé over 


=is% @ repost as to sxe sasmer i= which “s2se experise=cts 
e>2 infringements of sedical eshics and <=:t it saxe a repor= 
-s> sudsission to the =suse of Delegates. 
Lull stated <nat he had receive: or. Ivy's report 

=== had forwarded it to the Chaicman of <2 Judicial Council. 

The Board, on mocion Cculy seconded 2-= carried, voted 
-s &psrscre she ecticn sf the Executive “Comittee in requesto=<g 
2 >eport from Dr. Ivy and in ins<ructing <cat it be curned 


=Te> to the Judicie 


oO 


_Csumeti fo> report. 
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that we are havicg. 


THE SPEAKER: 


in regsrd to the ques 


The rercr: 


2 eh fewer - _- 


but 4s on the agenda of our meeting this afternoon and the 


to report that recommendation Se2sre the Executive Seestor 


sien of Dr. Ivad's report, shat 
was sent to the Judicial Counci= es a very pravate, confiderctial 


Teport and it was not on the asesia of our seeting on Saturdsys, | 


Tecossenéations will be reporteé coxsrrow and it sight Se wiesc 


of the Judicial Sounesi then 
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Interim Uedical Camittee of the 
United States Atanic Energy Caccmission 


l. Review end Scope of the Medical Research Progran. 


A. Since the inception of the atamic Senb Project, an cxpandaing 
research program aimed at the ciagnesis anc control of hazarcs peculiar 
to the develocment of atomic energy has been in effect. These hazards 
include those injurious effects produced through accidental external 
body expcsure to radiaticns emitted by verious recioactive materials 
during the experimental or processing operations, as ~ell as the chemical 
toxicity or localized radiation froz such aztericis desositec within the 


body. 


Considerable prelicinary or pilot experinental and clinical 
information has been obtained by this research program during the lest 
three years. Of necessity7, sany fields were cacolctely neglectsc. The 
injurious effects following single exposures to large amounts of radia- 
tion have been determined exocrinentally; saze of the changes follozing 
prolonged chronic radiation exposure have been surveyed; the biological 
effects which follow the introducticn of various tcxic and rudicactive 
materials into the body have been partially demonstrated. Such pilot 
studies have been useful in the estimation of saximmm allowable exposure 
levels of radiation or toxic materials to which personnel can be safely 
exsosed for & period of time, and the control of such hazards by the 
prevention of such exposures. Such standards were designed for war tine 


expediency and are not necessariiy applicable to peace tim. 


while the above information has been extremely useful in this 
work, it immediately becomes obvious that many critical problecs of far 
reaching scope remain to be solved. Information concerning the method 
of production of these injuricus effects in body tissues is almost com 
pletely lacking. No methods are available which might stop or delay the 
develcoment of radiation injuries. No therapeutic measures are at hand 
to use following eccidental injury due to radiation or radicactir 
Materiais. Such problems relate to the fundarental nature of living 
matter and demand the careful anc continued attention of cazsetently 
trained scientists. 


83. The following list indicates briefly the survey of the gener i. 
studies on radiation effects. 


The known radiations encountered in nuclear fission, as well as 
those encountered from matureliy radioactive substances diride then 
selves into the following types: alsha rays, beta rays, geome rays anc 
meutrors. The Literature on the biclogical effects of x-rays and gecus 
rays is : Saissus and a good deal of background information was obtained 
from Seis source. On the other haad, Nery ticsae hac been written abdcut 
the Cisiogical effects of alsha rays, beta rays anc neutcens. It bece: 
necessary, therefore, to initiate studies to cooe with tae unicue and 
oressing srosieas as rasidly as oossibie. 
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The report cf the Medical Advisory Committee to the Directcr of 
the Medical Division of Manhattan Mngineer District of September 5, 1946 
contained the following summary of the rroblems and the methods of ap- 
proech wea used up to the present. 


L. \The Fhysical Measuremsnt of Radiation of Various ‘Jupea: Here giv y 


it was and et ry to deve urately wis ae 
measuring and standardizing the dosage of radiation in two vitally impor- 

at areas (1) the measurement of the extent of ae rich wise 
be found in an industrial erca end (2) in the biological experimentation. 


2. The Biclogic Effects cof Radiation. Because cf the known dele- 
terious effect of radiation on the anim:l crganiam, it becomes necessary 
to det the effect cf controlled dcsages of the various types of 
edistion op VarIsus SRInsT ead pIsnt epeciea; WEcTUGing parine Live. 

Such observations can be used in the control of possible human exposure 


and have practical use in medico-legal problems arising from contamination 
by « effluents. 


Some of the types of biclogical effects it is possible to study 
are given below, Only pilot studies have been dcne on most of these effects. 


a. The survival time or percentage reduction in normal life 
span of different animsl and plant species following ea given dose. 


bd. The genetic effecta of radiation as manifested in the de- 
velopment of ebnormal individuals from changes in the heredity mechaniaz. 


cc. Histopathological changes as demonstrated by abnormal changes 
in the makeup of the various body tissues. 


d. wagetetegiess changes prodused by the alteration of the nor- 
mal functioning of living tissues following irradiation. 


@. Biochemical and enzymatic disturbances which are the poten- 
tial sources of these physiological abnormalties. 


3. Methods for the Detection of Minimal Rediation Damece are being av 
devaloped directly from experiments of the above types and are applied to \ ao 
the study of the himan individual. These include studies on: ee oe 


° a 
@. Biochemical and encsymatic chenges which may be detected and 

which, if measurable, can be corrected before irreversible damage haa taken 
lace. SZcemples of such changes would be effects on the metaboliam of copro- 


\ Porpuyring, excretion co? ebnormal sudstences in the urine, and the like. 


‘ ’b. I bas been imown that tion de on of 
nae \ the nee 
Wy 5 is icsted to detect early changes uncer controlled dose radiation with all 
. —_—-= 


etc j and detailed study 
blood olene mts uncer cconticusue observation. 
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skin erythema, and alterstions in the integrity of the sxin and the liks 


must Likewiae be studied under controlled dosage. 
————————— 


4. Methods for the Prevention of Radiation Injuries. These in- 
clude: 


c. The production of eanstomical changes such ee epilation, 


a. Methods of physical detection of externsl radiation by the 
develormmont of sensitive direct reading instruments capable of the detec- 
tion of amounts of radiaticn well below those necessary for demonstrable 
injury to the anizal or human subjects. 


b. Methods for the determinsaticn cf harmful amounts of radio- 
active dusts and gases in air, in vater and in body tissues. Meany radio- 
active msterials ars deposited in the body, like redium, and in suck loca- 
tions produce injury to tiasuc, particularly the bone marrov. ~nods 
based on the determination of dangerous amounts of these substances by ex- 


emination of ths excreta and direct measurements of the body itself are 
rs ope énimals 4 ~oen épplie mn beings. 
©. Protective Measures. Studies on (1) the efficiency cf shield- 
ing against radicactive materials (2) the efficiency of exhaust and ventil- 
ating syetems against dangerocs amounts of dusta (3) the development of pro- 
tective clothins end devices and (4) the development of remota control pro- 
cessing methods have been extremely important in the Manhattan District pro- 
tection progrem to date and will continue to be fundemental to the develop- 


ment cf a esfe stomic power program. 


6. The possible treatment of radiation injury deserves extensive 
study with high priority, Experimsctat Fopiscement of the damaged hemsto- 
Poietic elements destroyed by severe radiation exposure coffers one possibil- 
ity. Detection and neutrelization of hypothetical but unknown toxic sub- 
stances produced by radiation ia another possibility. This difficult and 
fundamental problem desorves consistent and detailed study. 


All the above studies are of necessity done vith alpha, beta and 
@ermmes rays cnc neutrons of varying intensity, singly and in various combin»- 


ticrs. Aliso, tho effects of roots and chronic urs mist be determined 
separately bscause of their rity. oe 
| lees 


C. The following ilnt indicates briefly the study of the hezards duce 
to spec‘al mcsterteis. Fer brevity, it ie preferable to discuss the potential 
toxicity of epeci2i materials by firet indicating the types of studies to be 
carried out, and tren by Liating those materials on which studies have been 
made or on whick studise ere necesser7. 


1. First, en actuel determinetion of the toxicity of a substance 
must be mee, recstr ing kow poisonous it is, Soth im acute and in chronic 
exposices. The smounts ecministered are decreased until asyastomatic levi): 
are Soups. In this” VES, toxic LOVUEE Ey WT VOLeNe IB lsderetery and plant 
@nv-rcnmenta, Some pilot work in this direction hes been completed Zor a fev 
compomeds of uranium, pistcnium asd ce>taix special csis. 
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@. The aes of entrance into the bocy (ingestion, inhalation < v 
wt skin absorption) must be studied as different manifestations and degrees Rial ye 
of taxicity may be proaiced by each route emnioyed. Storage in and excre- hv 
tion from the body must be studied in chronic experiments at various levels je" 
of €xSesurs 
a 
b. A careful analysis aust be made <_s to the charucter of 


the biological changes; specifically, production of physiological, histo- 
patholorical anc biochemical and genetic evidences of damage. Scams prog- 
ress has been sade hers. anit —_— 


c. The nature of these injuries and the mechanism by which 
they occur aust likemise be studied. This affords inforzation as to the 
necessary protective mcasuses, and indicated therapy after exposure. Very 
little has been attemoted here except in one or two instances. 


2. Preventative measures require study. 


e. The ceomparative effectiveness of physical methods for 
the removal of hazardous dusts; namely, the reducticn in ekin contact and 
preventior of ingestion, must be measured. Methods for accurate estina- 
tion of such hazards mist, be developed and used. The efficiency of certain 
protective chemicals, ocintmerts, etc., must be studied. Only pilot studies 
have been done here. 


b. Protective devices such as portable respirators and 
clothing must be tested for those hazardous substances against which they 
will be usec. No practical mask, military or otherwise, which will protect 
against some cf the worst hazards has been found yet. 


c. Finally, approoriate investigation aust be made of those 
theraseutic measures to be used in the treatment of doth acute and chronic 


texicity states. 


G. ) Cansletion of the various phases of the program outlined above 
would orovide complete infarmaticn as to those medical aspects which mst be 


taken into account in the orotection of the werker, as well as treatment of 
injury should it occur. The following is a nearly canplete list of the 
substances on which studies of this type are necessar7: 


2. Urenium and its compounds. 


(2) Uranium metal and its chemical compounds: oxides, 
nitrate, chlorides, bromide, tetra and hexafluoride, sodium and ammonii. 
diuranates. Sone piiot studies have been completec. 


(2) Urenium chain of heavy metals: 
Uraniaz xi 
Uraniun xe 
Rsdiun 
Polcaius 


Relatively little has been accanslished here. 


‘ 
i 
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(3) WPiseion products of cleavage of U-235 and plutonim. 
Very meagre pilot studies have been donc hers. 


(4) Artificial isctopes of uranium - 232, 234, etc. Alsost 
mothing has been done hers. 


bd. Thorium end its chain, elzost unknown. 

ec. Plutonium - some pilot vork. 

@. Special Cscessory materials - pilot work only. 
(1) Flvorccarbons 
(2) Flucrine 


(3) Beryllium 
(4) Others — 


D. Production Hazards. The results of the leboratory studies made on 
the materials discussed above are applied to the prevention and control of 
ingustrial bszards which sriee in tho large manufecturing areas where these 
meterials are used in large amornts, These ere illustrated by the following: 


Ll. In the Slectromagnetic and Diffusion Methods for the isolation 
of uranium 255, the mejor hazards ere from the uranium compounds, the con- 
centration of uranium X!1 and X2, end the special accessory materials and by- 
products formed in the process of manufactures. 


2. In the graphite pile where plutcnim (239) ia produced on a 
large ecale, the nazarde are from the alphs, beta dn gamm= rays, neutrons, 
the plutonium metal ané its compounds, the various radioactive fission pro- 
ducts resulting ?rom the pile operstion. 


—— 


f° 


> The chemical iso} Do ue following its formation in 
- the pile inmcorporctes hezarce from alpha t on following absorption into 
the body. 


4. Chemiccl purification process in making ursi. . tal reeulte iu 
bezerds from alphe, beta and samme radiation and the chemicai toxicity of the 
ursnitma cf other procucts used. 

5. Study of the medical especta cf plent progrems aside from the de- 
termination cf the effect of radiation and chemical taricity, include addi- 
tional informaticn obtained from plent investigeticns as from: 

a. Ciinical survey of all exposed perscnnel. 


bd. Monttorins of hazerds Sr spscial instruments and methods. 


m7 BEST COPY AVAILABLE 


al 


c. Surveys of new types of grashite piles and production 
equinment. 


E. Hazards of Atomic Catastrephe in Production Arsas. 


l. Inmesdiate effects: 


a. Radclation. Ths radiation occurring at the time of the 
explesion coupled with blast anc heat causes biological effects which 
may differ fram those occurring following other acute knomn effects fram 
gamma and neutron radiation, and demand study. Some pilot work and 
observation of the Japanese indicate that this cay be so. 


b. Blast. The total blast energy of atomic explosion is 
very great and may have totally different types of shock waves, recoil 
waves from ordinary explosives and unicue biological effects may be pro- 
duced. Sone pilot work has been done. 


c. Actinic Radiation. The intense burns from actinic 
type of radiation have not been studied. This alsc includes the canbi- 
mation effect of all three items in this group: blast, radiation and 
heat. 


~ 2. Delayed Effects. 5 


_@? 
a. Protective devices. Study of metheds of srotection PA 
against the radioactivity deposited at the time of blast. 


b. Decontamination. Methcds of decontamination af soil and 


the like must be worked out for cleaning up active areas. Same experience 
is availabie on this from New Mexico and the shigs from Bikini which is 


applicable. 


c. Investigative equipment. Special equinment must be 
develosed and tested for use in investigating bambed areas. 


; G. Stucy of casualty effects. Field study of fission clouds, 
pocsitie injury to xater suoply, soil anc the like, human damage by ponv— 


e. Study of treatment of all immediate effects such 1s 4: 
diation, heat and dlast. 


catastrochs ucits in oreduction ereas. 


F, Preparation of pertinent information in proper form for use by 


=i. Cusreat Medical Research Progren. 

Ae To perait continuity, it is reccamendedc the current program bc 
esntinuec duriag 1947-1948. The current progran is reviewed by topics 
under the Scolloving list of the sarticipating organizaticas: 


Argonne Niational Laboratory 
University; of Rochester 


1033604 


Columbia Univorsity 

University of Washington 

Monsentc Themical Co. (Clinton Lab) USPES 
Monsanto Chemical Co. (Leytecn) 

Los Aiemou 

Western Reserve University 

University of California eat Los Angeles 
University of Tenneesee 

University of Virginis 


Brookhaven and other future laboratories are not included. 


B, Future expansion of the medical and biological reseerch program on 
a long term contract basis (5 years or more) is necessary in order to secure 
information of a more fundamental character which is necessery in order to 
ccpe with the special hazards of atomic enorgy development.- Also it is in- 
p2rative to opsn new fields of application for the products of etomic energy 
in biclogy and medicine. The Committee feels that such expansion can best J: 
be planned end put into effect after the establishment of a Medical-Blological Th He 
Division. (See Appendix A). After the Regional Laboratories are vell orgen- ie 


ized, the cbrious usefulness of isotopes in cat el ee 
research will offer us opportunities that developments in this ~ .— 


- 


field are essured. KO .. 
C. Specific Projects: (in brief, topical outline) nce att 
lL. Argomne National Laboratory - Dr. Austin M. Brues, Director. _ re 


a. The physiclogical picture of animals exposed to acute end 
chronic irradiation. 


bd. The effects of irradiation on the structure and functions ot | 
the blocd snd on the_hemerctogical deZenses ageinst infectian. 
eee 


c. The acute toxic effects of external radiation end absorded 
racicactive substances: their mechenism of injury; prevention of poesible 
damese and treatment cf airesdy injured individasls. 


ad. The abnoimel responses cf blood cella, cultured tissue cells 
end ginsle ceiled orgenisms to various tropes of rediaticn. 


e. The chronic effects of rsdiaticn and redicactive materials 
in animels. 


=. The mode of action of raciation in the producticn cf cencer. 


S. The response to different trpes of radiation of the various 
Orgsns ens tissyee, including tumors. 


k. Sti 


uéies on the chemicel esfZecta of radiation which are funda- 
mentel to its bicloszi 


cei responae, 
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The ebsorption, deposition sand elimination of radioactive 
elements f he body. 


j. The design end standardization of instruments to carry out 
the forsgoing. 


Dr. Andrew &. Dowdy, Director. 


a. Ee logy Section: 


(1) Instrument design, mossurement standardization, in- 
dustrial monitoring. 


Xe) istogenh. ftene of amounts of polonium, radium 
and_arepiun_in_upen ent eninet smiects. Applicetion cf tracer experiments 


to serve other perts project. 


(3) Physiological effects of exposure to acute and chronic 
radiation including the radio-isotopee; search Ser therepeutic methods of 
value. 


(4) Develcpment cf possible chemical techniques or methods 
of detection of radiation damage, and the mechanism by vhich euch effects erev 
» produced. 


(5) By means of spectroscopic methods, to study the distri- 
bution of uranium end cther heavy metals of importance in animal tissue; a 
eeerch for possible clues as to the method of bony deposition of radioactive 
materials. | 


(6) Study of the time intensity factor in radiation, and 
develcrment of methods of producing instantaneous exposure to radiation (A 
bomb effect). 


@) Study of the metabolism of plutonium, polonium, radium, 
etc., in human s — ee 


bd. Pharmacology: 

(1) Study of the inhalation toricity of various wouium. 
beryllium and thorium compounds. Studies in the mechsnism of production of 
inhaietion tozicity. 

(2) By chemical techniques, studies of the mecheniam of 
urenium fixstion in bones, uraniim complez for=stion, methods of excretion of 
ureniuz. 


(3) Acute texicity effects of uranium, beryllium end shorins 
ccozpound3 by ingestion. 


(4) Pathological effects of uranium, beryllium and thorium 
poiaczting, esa mecheniaem dy which nroduced. 
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. (5) Physiological effects of uracium, berylliuz and 
thoriuz poisoning. 


(6) Special toxicity studies. 
(7) Certification of respirators protective devices. 
c. Experimental Surgery. 


(1) Clinical, hematological anc pathclogical effects of 
acute lethal radiaticn. 


( (2), detnods of bone marron transplantation. 
(3) Studies in bone marrow reserve and radiation effect. 


(4) Tissue culture studies related to bone marrow pro- 


G) Effect of folic acid and sutin on marrow regenera- 


Studies of metabolism of iodine by thyroid. 
@. Experimental Hematology. 


(1) Cenparativre study of blood histamine after radiation 
and hematological effects in cells. 


(2) Studies of life cycle of blood platelets. 
(3) Studies on life cycle of leukocytes. 
(4) Studies on marron reserves after radiation. 


(5) Evaluation of coagulation defects following irradi- 
ation. 


(6) Techniques for early detection of hematological 
cheaages resultiicg from ionizing radiation. 


e. Genetics. 


(1) Continuation of studies of effect of chronic radiation 
on cice. 


(2) Continuation of studies on effect of acute and ci:ronic 
radiation (x-ray) on D rosoohilia. 


(3) Histogenetics. 
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f. Trsining personne! in all above sections. 
3. University of Celitornia at Berksiey. 


ae. Dr. Josepk Earmilton’s prograz. 


(1) Metabolism of fission products, radium, sctinium, pro- 
toactinium, uranium, neptuniuz, plutonium, americium end curium in animals 


and man. 


(2) Metabolism of possibly hazerdous artificially induced 
radioactive elements from plant construction materials such es chrcoriun, 


nickel, etc. 
(3). Metaboliem cf beryllium. 


(4) Development of methods of treatment of poisoning from 
fiesionable elements, notably plutonium and urenium 233 end from the long Lived 


fiesion products, 


(5) Behaviour of fission products end fissionable elements in 
soile and plants. | 


(6) Study of alphea perticle irradiation and the thyroid gland 
in animals end_man by Asticine (Element 85). _ 


(7) Development of methods for decontamination of radioactive 
ships from Operation Crossroads. 


(8) The execution of certain radio chemical analyses for 
Operation Crossrcads end training cf Army and Navy personnel. 


A atudy of the metabolism of elements chemically similer 
to the fissicnadlé elements end the fiseion producte, 


db. Dr. Jom F. Lawrence's progran. 
(i) Biclogical effects of fissicn products. 


(2) A search for uranium compounds thet will localize uv 
orgens other than the Liver and spleen. 


43) Biological effects of the disintegration products of 
dy) md iithium following nectren irradiation. 


(4) Genetics of the carcinogenic effect of beta rays. 


| (5) Physiological chemistry of the biological action of 
radiations. 


(6) Changes in weter belence following radiation injurr. 


« 10 «- 


AES —*= BEST COPY AVAILABLE 


42 


(7) Radiation effects on tissue cultures. 


(6) Effects of selective irradiations of individual orgacs 
and tissues. 


c. Dr. Rovers S. Stone's progras. 


Studies in whole body radiation of human subjects by 
external and inte? radiatios. 


(2) Studies on the metabclim: of radioactive iodine in 


(3) Jodiat studies with Dr. Joseph G. Hamilton to evaluate 
the therapeutic applications of the fission products and the fissionable 
elements. 


(4) Exploration and therapeutic aoplications of other 
radicactive elements and compounds. 


4. Columbia University - Dr. G. Failla, Director. 
a. Measurement offast neutrons for biclogical purposes. 


b. Measurement of time dose relationship resulting from 
radicactive isotopes distributed in the tissues. 


c. Measurement cf specific gamma ray emission. 


¢d. Study of the quantitative relationshiss ‘a checical effects 
produced by gamma rays ani fast neutrons. 


e. Further study of eye and gonad injury produced by fast 
neutrons. 


ff. Study of the dicicgical action of lonizing radiations. 
g@. An attemot to reduce radiztion iajurz. 


h. 2f she distribution of radioactive isotopes in 
tissues and cells, 


i. Protection data for the safe handling of radioactive 
isotopes in szall anounts. 


j. Training of sersoncel. 


k. Usasurensnt of very high energy raciatiors for biclogical 
ccsage. 


5. University of “Nashington School of Fisheries - Dr. Laures 2. 
Donalcses, Director. 
. a. Tse works of this project is to explore the general probies 
of the effect cf radiation on aquatic organisms, and in particular, to study 


she probdie=s arising frca the Cischarge effluent fran the Hunford slants into 


EEO 
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the Columcic River end the poesible contexizat‘ou of see water (incluzine 3ikini). 
The vork under this contrect involves stadies of the following nsture: 


(1) Acute and chronic effects sf externsl radiation on 


Sahes. 
(2) Breeding studies on selmon end trout following irradi- 
sticz. 
(3) Studies cf? the e?fects of the Banford effluent cn saloon 
end trout. 


(4) Effects cf internally deposited radioactive msterials on 
egquatic orgesis=e. 


(S) Field studies cn the effect cf possible Henford polluticn 
on squatic life in the Columbia River. 


(6) Studies on the transfer of radicactive materiale in "food 
chains”, starting with the simpler biologicsl forms (i.e. plankton) and follov- 
ing the distribution end fate of such matoriale os these conteminated enizsl- 
cules ere successively eaten and metabolized by highsr forms (fishes, etc.). 


@) Peeding experiments using rediocactive meterials in the 
foods. 


6. Sanford Enginser Works (Research Project) - Dr. Simeon T. Cantril, 
Director. 


a. Health physics research end deveicpment in radiation monitor- 
ing, trumentation. « 


>. Training of technicians.end other perno=mel in problems of 
radiation protection. 


c. Applied biologic research relative to phases of radiation 
hazard peculiar to Hanford Engineer Works operations and vaste disposel: 


{L) Soil, water anc air contamination by radicective materiale 


(2) Studies under controlled conditions of the effects of 
redicactive materials on domestic enizsls. 


(3) Studies under controlled conditions of the effects of 
redicective mster‘als on vegsteticn. 


() Fish Studies: (In collatcretion with University s? 
Washingtcn, project Listed previously.) 


(ce) E&ects of veste effluent on salzon and trout. 


(>) Effects cof internsll> deposited radiocective meter- 
tals. 


e 12 « 
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‘<} Field studies cn possible poliution of Columbia 
River and fisk by =anfoi'e waste. 


(2) Plankton experiments - absorption studies. 


7. Monsanto end U. S. Public Health Service, Clinton Laboratories - 
Dr. Alexander Hollender, Direc 


a. Studies of the dbiclogical effects of slow sud fast nsutrons, 
beta snd gamma radiation are in progress as a follow-up of previously reported 


work. 


bd. Effects of plutcnium on bone heeling is being studied. 


c. The psrabiotic twin technique ic being used to study the in- 
direct effects of radiation. 


ad. <A concentrated attack is being mede on radiation effects on 
the rate of mitosis, chromosome breaks and exchanges, genes mutations and the 
general genetical makeup of the cell, including cytoplastic factors. 


e. Tracer experiments of a number of motabolic systems have 
been initisted using various micro-organisms. 


f. Effects of radiation on cell constinents, proteins, nucleic 
‘acids and enzymes are being studied by modern physicel-chemisal tools, (in- 
cluding isotopes.) 


@. Radisticn effecte are beirg investigated on blood coa- 
stituents end blood forming organs as veil as on the nervous systex. 


Sy) Cooperative research errangsments are being made vith the 
Universities Tennessee, Vanderbilt University, Washington University, 


Univereity cf Pennsylvania, John Scpkins University and Carnegie Institu- 
tion. 


Close coopersticn with the Eational Inetitute of Eealth and 
the Nationsl Cancer Institute hae been set up. 


3. Instrumentation of radiaticn monitoring developed by husiin 
physice wili be continued. 


k&. Eealth payeics research ip ts be extended. 
l. A treinies progrsc. 


8. Mousezto Chenicsi Ss. (Deston) - Or. James Svirbely, Director. 
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a. 3:clogical effects of chronic =nc acute exsosures to 
Dt Ee by various modes of udministration to 
€ maximus pesaissicle levels for human *xposuce. traces = 
= =<cn. Jecnanisn 


action, ccrrelation of excretion levels with visceral ‘content and genetic 
effects will be stucied. 


Wasdmum permissible levels fcr alphi raciation in 
individual vist€éra, especially the kidney. This is a specific phase of 
the first probles. 


c. Study of maximum permissible levels for pclonix to 
use in safe naste dissosal. 


Correlation of excretion levels and exoosure in oroduc- 
tion perscnnel. 


© Study of prophylexis and therasr of the toxic effects 
ef polonium. 


f. Biologic effects and methcds of ceasurement for pro- 
tection against radiaticn fram special neutron scurces prepared at Dayton. 


g- Develogment of contiauous monitoring equirment and 
other types. 


h. Studies of the preventicn of contcmination and on 
decontazination. ° 
~y* 

9. Western Reserve University - Dr. Bymer L. Friedell/ ~ 
Director. \ 


e. Studies on toxicity of thorim. 
ee 
(1) Biological effects. 

(2) Study of biological effects cf evils 
thorium compeuncs, lethal e=fscts, weight 
changes, histonethclsgic, hema*ologic and 
Biochemical changes. 

(5) Study of biclegicel effects of insoluble 
thorium ccompounds as in a(l) atove, but 
also includes radiation effects. 

(2) Distribution studies, 


(a) Study of thoriuc distripution in tissues 
oy chemical assay. 


AO) jstudy of distrisution dy tracer technicue. 
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(3) Biochemical studies. 


(a) Transport of thorium ecross geetro-intestins1L 
and respirstcry epithe iim. 


(>) Mode of trensfer of thorium in blood end tissues. 


(c) Mermmer and characteristics of thorium deposition 
in tissue. 


(ad) Review of encyme systems affected and enzyme in- 
hibition. 


b. Study of radiation effects of internally distributed radio- 
active elements. 


(1) "Summetion” studies of several radioactive elements of 
widely varying specific ionization. 


(a) Study of beta emitters lodging in specific tisauss 
(bone, kidney, thyroid, etc.). 


(b>) Study of elpna emitters lodging in specific tissues 
(bone, Kidney, thyroid, etc.). 


(c) Compsrison and summation of alpha and beta emitters 
- . having approximately similar deposition in tissue. 


c. ——— of compounds into which radioactive elements may be 
introduced. 


(lL) Comparison of rediotion effects of various bete emitters 
alternately introduced into the same compound. 


(2) Comparison of radiation effects of bete and alpha 
emitters (wide divergence cf apecific ionisation) alternately end concomitant- 
ly introduced into the body. 


&. Studr of the distribution of the above noted radioactive con- 


pounds. 
(1) By eseay of radiocectivity in tiesues. 
(2) By redicautographs of tseues and cimilar suitable ps. 
LC. Los Alemos - Dr. louis Zermplemann, Director. 
? \ ee 
a. Plant nsecerd research. v~ 
(1) Development of method for the determiretion of minute 


amounte of plutonium in the excrete and body tissues of humane and animals. 


— 


~ 
= Dstercinsticn of the fraction of injected vlutonium «> - 
““S aretec tec per der br ns ang aviceis. (In colladoretion with the Univers <» 
AN Y of ‘eS Socteater). 
rN : 
~ a 5 @ 
é — a aA —_ -_ 
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(3) Metadoliem of plutonim in animals. we 
‘ (& / Bouse ozical studies in acer eeery pevevuns! e- pa 

nosed chronica . [Y repected doses o: Tiation and ve =2t 

_material and eccidentally exposed to lerge dosea of rac = on. 


(5) Development of instruments to msasure radiation. 
(6) Development of safe techniques for plant cperatiocr. 
(hy) Clinical studies on scute radiation disease. 
bd. Proposed fundarental and applied research progran. 
(1) The fundamental ctudies on the acute effects of 


radiation. 

(2) Treetment of acute radiation disease. 

(3) Methods of detecting early radiation injury. 

(4) Continned studiee cf the metabolism cf platcsi=, U-235 
and other redicactive meterials.  _ | —. 
i 


“(S) Detection o: of accumnleted plutonim: in the lungs. 
a i, 


(6) Biochemical studies of nucleoprotein end the effect 
cf radiation of the fundamental physislogy of the cell. (In collaberstion 
with Washington University, St. Louis, Mo.). 


(7) Detailed study of absorption of plutonium from con- 
taminated surfaces and vornds. mm 
— pee 


(8) Any special problems arising from new operating hazerds 
on this project. 


il. University of Californie at Los Angeles - Dr. Stafford L. Warr, 
Director. 


e. The mechanism cf blood veesel injury by radiation. 


bd. Bone marrov injury by redietion, its repair and treetmert. 


Vn 
Lf ¢. Mechcnism of “metal” deposition in bone end mechanise of re- 
moval frcex bene. 


ad. Protein decredstion following radistion enc chemical injury. 


12. Contrects sprroved by the Interim Medical Committee and evaiting 
U. S. Atemic Energy Comission approval: 


se 
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a. University of Virginia - Dr. Alfred Chanutin, Director. 


(1) Study of the effects of various types of radiation 
(alsna, beta, gamza and neutrons) on the circulating blood proteins by 
electroshorosis and protein fractionization technique. To determine whether 
meens of early detection of radiation damage can be accomplished in this way. 


b. University of Tennessee — Dr. Henry Tills, Director. 


(1) Study of the mechanism of toxic effects of uraniun 
and other heavy metal compounds.on the kidney. This is a continuation of 
Dr. “ills! werk with the Rochester Nanhsttan Project during the war and 

cotriasutes to ° — 


D. Estimated total Health-Safety research budgets for fiscal year 
1946-1947 and 1947-1948. 


1. 
Fiscel Year Fiséal fear Probable 

Contractor 1946-1947 1947-1948 cal Budget 
Los Alamos $ 100,000. $ 200,000. $ 500,000. 
Univ of Rochester 1,200,000. 1,300,000. 1,800,000. 
UofC at Serkeler 
Program II 3a 100,000. 125,000.) 

I 30 115,000. 200 , 000.) := 400,000. 

OD 3c 20,000. 35,000.) 
Clinton Lab 180,000. 500 , O00. 500,000. 
Monsanto (Dayton) 40,009. 225 ,COO. 200 , 000. 
Hanford 200 ,000. 500 , 000. 500,000. 
Western Reserve 100,000. 155,000. 200 , 000. 
U of Washington 28,000. 100,000. 150,000. 
Columbia University 100,000. 100 ,000. 100,000. 
Argonne 1,200,0C0. 1,400,000. 1,500,000. 
Brookhaven 400 ,CcOo. 500,000. 
U of Virginia 25,000. 50 ,0COo. 50,000. 
U of Tennessee 16,000. 16,00. 16,000. 
UofC ct Los Angeles 100,000. 200 ,Coo. 200 ,CCO. 
Western Regionel 400 .CO9. 500 ,OCO. 
Soe 
Total Weaicai- 
Biological $3, 524.000. $5 .906.CO0. $7.115 CoO. 
Realth-2hysics 500 ,C00. 1,000, CCC. 1,300,000. 
Training (?) 50,000. §,000,0CS. 1,750,000. 


Field Survey & 
Service 


Grand Tote $7 074.000. $13 .9C5.CSS. $13.265 .00. 

Note: See D2 for estimated totals of Regional Lasoratories including budzets 
for research in the sarticisating universities. Orly those currentiz active 
are shor. ' 


oi « 
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2. Bventual Jcalth-Sefety research budgets, 1949-50. Estimated 
emnual budsst for reseerch. Does mct include monitoring or clinical ser- 
vices which are charged to operating budgets. Each Regicnal laboratory 
budget represents the totals of the local research end those of the part:- 


cipsting uciversities. 


“Regicnal ““Biclogical-  sealth- Field Survey: end 

Laboratory Training Medical pazesce Service Research 

Argonns $ ? . * +, ? . $ 250, : ,COO. 

Breokheven 500,000. 4 ,000,CC0. 250,000. 1,425,000. 

Clinton Lab 250,000. 1,000,000. 250,000. 200 ,O00. 

Hanford 100,000. 1,000,000. 160,000. 50,000. 

Les Alamos 200 , 000. 750,000. 250,000. 25 ,000. 

Western 200 ,C00. 1,000 ,000. 200 ,000. 106 ,000. 

Total ———— » 790,000. Sine pil, 20; yO. PIX OOC — pe JOC yOU0. im 
ranc Tota. $16,500,000. 


This total should be equivalent to approximately 20-25% of the 
total research effort of the U. S. Atomic Energy Commission. 


3, Exezpls of estimated Medical Research Budget for a Regional 
Laboratory. 1949-50. 


Medical- Bealth- Field Survey 
Brookhaven Treining Biological end Services 


cai LOD ,000, $1,000,000. $ 9 . ,000. 
Rochester 175,000. 900 , 000. 25,000. 700 , 000. 
Columbia 25,000. 200 ,CCO. 25,000. 50,000. 
Cornell 25 ,000 200,000. 

Earverd 50,000. 200 , 000 . 25,000. 

Yale 25,000. 2C0 , 000. 

M.I.T. 50,000. 200 , 000. 50,000. 50,000. 
Princeton 25.000. 50,000. 

Brovn 50,000. ° 
Cthers 25 .0CC. 1.000.000. 25.000. 50C¢,000. __ 


Total 


®May be directed into new or above affiliated grcup as need arises for i. vii i- 
getion of certain problems. 


**Tnis total is large becsuse this sree carries the major iniustrial end sro- 
ducsion activities, 


Tcl. Eeal<h-Physics. 


A. Eealth-Physics is the nate applied to a newly developed en” ) -t)7 
epecieliced branch of Radiology, The principal function of Eealth-F .cice oe7 
been to sete a atudy of radietisr probdle=s ené to devise means of preventics 
rac‘eticnu ¢smage. The records obtained Sy this group are of mdico-lers! im- 
portance, The menpower shortage in this 2ield is acute. = 
ae 
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Is goneral thsre are tvo principal secticns in esch health-physics 
division: 


1. Research and develoment in instrumsrtetion and energy levels. 
2. Service usdcer opersting conditions in the plant. 
B. The duties of the service eecticn cf bealth-physics are: 


lL. Personnel monitoring the measurement ard recording cf the daily 
radiation dosage reccived by cach persox. 


2. Inetrement eervice. 


a. The calibration and msinteinance of the varied end nimercus 
instruments employed, 


3. Building surveys. A daily meesuremont end recording of working 
ereas. 


4. Off-ercea aurveys. An approved monitoring of the radiation level 
‘in the air and water discharged from the plants so that it presente no hezard 
to neighboring cccommities. The cost cof the servi altao- cs 


gbouid be borze by eesh plant as perating cost. Only the costs of the re- 
search and develorment sections in Section IT Dl end 2. 

C. The probdlecs of the research and developmert sections of the health- 
physics divisicns bove beum quite varied and perbsps can be indicated best by 
the following List vtich presents e few typical examples: 

l. Instrumsnt develornent.- 


@. Personnel monitoring instruments such as pocket meters end 
fils badges bare been developed but still need improvement. 


b. Menr problems vere encountered in the development end pro- 
a@ustion cf fairly suitable portable and ficed meters to measure the alpha, 
beta, gamms, thermo! aeutron and fast neutron esposures received by persoune! 
under varying situaticns. 

¢. Survey meters of all types, especially electrostatic and 
electrcenic instrumente were developed and preduced. These need considerable 
improvement, particularly Zor alpha and neutron measurements. 

2. Special measurement of energies to wnich persormnel is exrosed. 


@. Relacive ts instrumsnts: 


- 19 - 
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(1) Test meters for energy dependence and saturation 
effects. 


(2) Develop photograshic fils monitoring techniques. 


(3) Develop an instrument to measure fast neutrons in the 
presence of gamma rays. 


(4) Devise methods of measuring plutonium in air in the 
presence of other alsha emitting substances. 


. (5) Develop continusus air sonitoring instruments to 
measures alsha, beta and gamma recioactive gas and suspended dust in the air. 


(6) Develop automatic hand coucsters, area radiation warning 
instruments, autcmatic weter activity counters, etc. 


b. Applied shysics measurements. 


(1) Develop remote control operations for working with 
radioisotopes. 


(2) Ueke a study of various types of shielding, radiation 
shipping ccntainers, etc. 


Develop msthods of determining the amount of plutoniun, 
polonium, uraniun,~“etc., that are fized in the body. 


Develop esthods of estimating excessive radiatian 
exposures from thé™emount of radioactive sodium and potassium in the blood. 


((5))_weasure the efficiency of masks, respirators, gloves, 
and clothing in 5 ting body radiation exposurs. 


(6) Develop and operate methods of decontamination. 
(7) Study new methods of radioactive waste disposal. 


(€) Help in the design of new buildings to minimize 
radiation exposure. 


Cc. Physics research. 
(1) Carry cut "siky-shine" experizents. 
(2) Study effects of high energy radiation on tissue. 
(3) Study radiation scattering in shields and in tissue. 


(4) Determine velue of a/r, etc. 


@- 20 «= 
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d. Theoretical. 


(1) Make numercus tolerances calculations to determine 
radiation hazards presented by external and internal exposure. 


(2) Caleulate radiaticn ?rom extended sources. 


(3) Set up radiation protection tables, rules, regulations, 
etc. 


e. Educational prograz. 


(1) Train health physicists for other atamic energy sites, 
for those universities and laboratories that have radiation problems, as well 
as for the Azmzy and Navy. 


(2) Consult mith numerous individuals and camittees on 
radiation problems. 


(3) Help outside organizations to check their laberatories 
and operations for radiation hazards. 


(4) Train chemists, physicists, etc, who are act health 
physicists but who need a procer respect for radiation srobieas. 


(5) Operate health-physics training programs. This is 
urgently needed. None are available now. 


D. The table in Section II Dl and 2 gives an indication of the present 
and future total manpcwer and total exsenditures of health-physics. Past 
annual costs have been quite large but are sot available. 


Iv. Treining progran. 


A. One of the mest serious difficulties inmneding the immediate progress 
of the general program designed to safeguard civilian and incustrial personnel 
against the deleterious effects of the products of nuclear energy and the 
promotion ¢& the beneficial utilization of such sroducts is the lack of a 
sufficient aumber of well-trained personnel. Such a situation has arisen 
from the casbination of a hiatus in basic science training during the war 2nd 
the uniqueness of the problexs ccnfronting the Atomic Energy Camission. 


. It is recommended that an extensive training program be sconsored by 
the Atemic Energy Commission to facilitate the training of suitable personnel 
is the varicus branches of atomic energy. As a result of the crowding of the 
universities, sece building srogram will probably be necessary. Such a 
progran shsuld embody the following objectives: 


+. To increase the usefulness of present project sersonnel, acaieric 
sezinars should be icstituted and in certains instances, att tendance of counscs 
an the basic sciences of ohysioiogy, histology, biolog;, physics, bio-shysics, 
chenistry, etc, shoulc be required as a part af their regular scheduled duties. 


21 @« 
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AGENDA FOR MEDICAL COMMITTEE FOR ATOMIC RESEARCH = 


peel 


JANUARY 23, 24, 1947 


I. Review end approval of past progrem. (Medicel su=mary 19k3 46 
to be reviewed and approved if possible). 


It. Scope of Research Progrsn 1546-47. (Appendix A) 


(University of Chicago) Argonne Netionsal Laborstocries 
University of Rochester 
University of Califorznis 
Eemiiton 
tone 
Columbic University 
University of Washington, Seattle 
Monsanto Chenicel Corp. (Clinton Laboratories) USPHS 
Monsanto Chemical Corporation (Deyton) 
Les Alamos ' . Western Eeserve Universi:7 


Contracts Avaiting Approval: 


University of Virginis 
Universit ty of Temmessee 


III. Recomendetions for Future Research Policy 


A. . Scope of fundamental work (that approved in September mest - 


ing) (Appendix 4) 
B, Zuses seating with special materials . 


IV. Organizaticn of Medical Responsibilities 
A. Advisory Comittecs 


l. Advisory Committee on Medical Research and applicsa- 
tics (Toierances, Standar’s and Hazard Interprets- 
fons in addition to research programs). 
2. sipaaeee Committee on Industrial Medicine and Tori- 
cology. 
3. Adviecry Committee on Health Physics. 


B. Recomssdsticn for the continustioa of operation of the 
Medicel Division st the present level with the evail- 


adie reduced force sow in that office es vell as salary 
ecbedule, 


oe | 


1033628 BEST COPY AVAILABLE 


55 


—— 
APPESDI. A (Cont'd.) 


C. Training Progz-as 


lL. Statement of the urgent need for qualified trained 
physicians, 
2. Source of physiciens. 
A.S.T.?. 
Civilisen . 
vy. Recommendations for specific training prosran. 


V. Reccumendations for Medical Director and Delinesaticn of Responai - 
bilities. 


VI. Representation on Advisory Board to Atomic Ensrgy Coumissicr 
VII. Release of Infor=asticn 


Reconmmenésticn for a mse meeting cf ell present end former 
Atomic Energy Comission medical reseerchers,st vhich time 
e progrem (4 days) would present accurate information on 
ell medicel espects related to atomic energy then evaileble 
for security clearance. This meeting vould be open to 
ecientific personnel in all parte of the country. The 

| following sugsesticus ars pertinent: 


A. Approximately 6-8 months preperation would be 
required, 
B. ‘A central location should be selected to insure 
@ maximum ettendence. 
| C. Abstracts of the program should be eteushotnt at 
least cone month pricr to.the date of the meeting 
(similar to that procedure used by the Fe.lerated 
Societies of Physiology, Biochemistry, etc.) 
Theee ebstracts should be approved by e@ previously 
| selected editorial board before release. 


D. Consideration should be given toward the founding 
of e new acientific society vhose major interest 
would be based on problems of radiocbiology as re- 
lated to mesdical interest. The Journal of Radio- 
biclogy ncv being Leunched could well be made the 
official journal of thie society. 
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APPENDIX A (Coat 'd.) 


Typee of study include I General Studies in Redistion including (1) physical 


measurement of radiation, (2) biological effects of radiation (3) methods of 
detection of minimal redisticn damages end (4) methods for the preventicn cf 


radistion injuries. It Zezerds due to ‘al Materials (for non-redicactive, 
radicective end fission materiais) (1) — of taxscity (2) preventative 
measures. ITI Special Production Hazards end IV Bazerds of Military Uses. 


Argonne Netionsl Laborstories (University cf Chicago) 


Genersl physiological picture cf acute and chronic radiation. 
Redietion effect on blood clotting, lymphocyte distribution sand 
- Spread of infection. 
Toxic effects of externsl radiation and absorbded radicectirity. 
Response of blood cells to various types of redisation. 
Chronic effects cof radistion and radicactive materials in enizsle. 
Mode of action of radisticn in carcinagenesis. 
Chemical and physiological basia of redisticn effects. 
Metabolism of radicactive elements. 
Instrument standsrdizaticn, design, etc. 


University of Bochester 


“Radisticn and Radiology Section 


1. Instrument design, measurement standardizetion, industrial monitoriug. 

2. Biolegical effect of tracer amounts of polonium, radium ené ureniu 
‘im bumsn end enimsl subjecte. Application of tracer experiments to 
serve other parts of the project. 

3. Physiclogical effects of exposure to acute and chronic rediations in- 
clading radio isotopes; search for therapeutic methods of value. 

&. Development cf possible chemical technique or methods of detection 
of recitation demags end the mechanism by which such effects sere pro- 
auced, 

5. By means cf spectroscopic methods to study distribution of ursnium 
end other hesvy mstels cf importance in enizsal tissue; seerch for 
possible clues as to the method cf bony deposition cf radicactirr 
materials. . 

6. Study of the time intensity fector in radiation end development of 
aoe of producing imstentenescus exposure to radiation (A bomb 
effact). -_ , 

7. Study of the setadcliem of plutcniu=, polonium, redium, etc., is 
buman subjects. 


WO anvrw wre 
. 


Prsr=scolocy 
1. Study cf the inkeletion toxicity of varicus uranium, deryllium end 
> Tocris ecsspeuses. Stucéies ia the wechscise sf production cf ine 


Balatics tesicictys. 


o§« 
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2. By chemical technique, stacies cf the mechaniss of urenium fire- 
tion in bones, uranium complex function, methods of excretions of 
uranium. 

3. Toxicity of mantum, beryllius end thorium compounds by ingestion. 

&. Pethclogical effects of urencm, beryllium end thorium poisoning 

* end mechanisn by vbich produced, 
5S. Physiclogical effects cf uranium, beryllium end thorium poisoning. 


Experimental Surgery 
1. Clinical, bemstological end pathological effects cf acute lethel 
radiation. | 
2. Methods of bone marrov "transplantation. 
3. Studies in bone marrow reserve and radiation effect. 
k. Tieeve culture studies related to bone mearrov producticn. 
5. Effect cf folic ecid end rutin on merrov re tica. 
6. Studies in metabolism cf iodine by thyroid (15%). 
Experimental Eemstolos”. 
1. Comperative study of blood histamine and hematological effects in 
cells... 


2. Studies on life cycle of blood platelets. 
3. Studies on life crcle of WBC leukocrtes. 
&. Studies on merrow reserves after redieticn. 


: Sase cgarty dotecticg cf ESALESES EE TO ERRARSE resulting fron 


Genetics 


l. Continuation of studies of effect cf chronic radiation on mice. 
2. Continuaticn of studies on effect of acute and chronic radistion 
(X-rey) on Drosophilia. 
3. Eletogenetics. 
Universit; of Califorsis 


Ll. Studies of the metabolisem of plutonium, ureni=e end Sisaion products 
in rats and een. 
- Fission product trecer studies. 
Metaboliga: cf racium, ectinice, smericicmm end curiam in enimels and 


2 
3 
zen. 
&. Studfes (pilot) om possibly hazerdous artificially induced radio- 

active @lLements, i.@. chromium, nickel, etc. 
5S. Berslilic= tracer studies. 
6. Trcestment cf plutccium poisonins. 


-\& «~ 
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. Behavior of fiesion products in soils. 

g: Biological effects of fission recoils. 

9. Search for other U compounds which will localize in organs other 
than liver and spleen (15%). 

10. Biological effect of disintegration products of bores and lithium 

of the neutron irradiation (15%). 

ll. Study of element &5 in the thyroid (15%). 

12. Treining of Crossroads personnel. 

13. Studies in whole body radiation of human scbjects. 

14. Studies on metaboliam of radioactive iodine in enimals and msn. 


Colur> te Univers ity 


1. Studies on the measurement of fast neutrons for biological dosege. 

2. -Development of e method of mensuring neutron dose by chemical means. 

3. Measurerent of radioactive isotopes for bioclogical and medical eD- 
* plication. 

4. Correlation of tissue doses and biological effecta produced by ex- 
ternsl irradistion end by radioactive isotopes internally edzin- 
istered. 

5. Expleratory biological caper iments to extend use of radio-active 
- isotopes as tracers on therapeutic agents (15%). 

6, Studies of the fundamental biological action of ionizing radiation. 
7. Measurement of the radiation of redioactive isotopes to provide 

' data for the protection of personnel end films in transit. 


‘University of Weshincton (Seattle) 


l. Acute and chronic effects of external radiation on fishes. 

2. Breeding studies on salmon following radiation. 

3. Studies on the effects of Hanford effluent on sal=on and trout. 
&. Effect of internally deposited radicactive materials on fishes. 
5. Field studies om the effect of possible Harfcrd pollution on 

_ fish life of the Columbia River. 

6. Plankton experiments - effect of radietion on higher forms (nev). 
7. Feeding experiment on deposited radioactive materials (new). 


Moneanto Chericel Corn. (Clinton Leboratories) USF=S , 


1. Continuation of studies on the diologicel effect of alcw fast and 
thermal neutrons on rats and =aice. 

2. Continmcation on studies on the comperative biological effect of 
penstratizne radiation. 

3. The effect of internally deposited plutonium on done healizg. 

4. Cytclogical presram on the biological effect of radiation on 
Simple ceila end tiseue. 

>. <Jnstrussntetion and techniques of rediation monitoring. 


-S- 
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Monsento Chemical Co. (Derton) New program being orgenized. 


1. Biological effects Dllowing chronic exposure oc? anizals to 
relsnicm by inksaletion and parenteral ed=inistrstion,. 
2. Correlation between chronic exposure of vorkers and polonium 
excretion rate. 
3. Mecheniam of scticn cf polonium taricity. 
4. Development of special health physics technique for specific 
use in polonium purification. 


Los Alsmoe 


A Setemnens studies on the effect of acute radiation exposure. 

2. Treatment of acute radiation disesse, 

3. Methods of detecting early = chenges. 

4. Metabolism of plutonium, U and other radioactive materials. 

5. Detection of accumuleted plutonium in the lungs. 

6. Biochemical studies of nucleoproteins and the effect of radia- 
tion on the fundamental physiology of the cell. 

7.~ Detailed study of absorption of plutonium from contaminated 
vounda. 

8. Any special problems arising from medical hazards peculiar to 
this Project. 


Western Reserve Univers ity 


l. Investigation of the toxic effects of thorim and ita iz. pes. 
2. Comparative studies on the biclogical effect of external radia- 
' ‘tion and thst from internally deposited radicactive materials. 

3. Use of radicactive isotopes. in fundsmental biclogical research. 


These geaersl titles ere given insemmch ase program has not been 
actively formulated. 


Contracts Avaiting Aprrovel: 


University of Virginia - Dr. Alfred Chanutin 


Study of the effects cf various types of radiation (alpha, bets, 
gems € neutrons ) on the circulating blood proteins by electrophor- 
Osis and protein fracticnization technigue. To determines whether means 

' OF early detection of radiation damage can be sccomplished in this vay. 


vaivers::7 of Tennessee - Dr. Henry Wills 


Study of the mechanie= of toxic effects of uranium and other heavy 
tal compounds on the kid=ssy. This te ea continuation of Dr. Wills' 
work witht she Rcchester Machattan Project during the war end contributes 

to Shet general etucs. . 
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University cf Californis, Los Angeles - Dr. Stafford L. Warrez 


' he 
2. 


3. 
4. 


The mechanism of blcod vessel injury by radiation. 
Bone marrow injury by radiation, ite repair and 
treatment. . 

Mechariam of “metal” deposition in bone end mechanisn 
of removal from bone. ; 
Protein degradation following radiation and chemical 


' injury. 
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B General Studies of Radiation 


The radiations encountered in nuclear fission as nell as those 
encountered from naturally radioactive substances civide thexnselves 
into the following types: Alpha rays, beta rays, gamma ruys and aeutross. 
Information available from the literature cn previous stucies indicates 
a rather extensive knowledge of the biclogical effects of X-rays and 
gamma rays and very little information on alpha and bet@ rays and 
neutrons. 


The programs were and are organized using the following basic 
outline:” | 


A. The Physical easurement of Raciation of various types - Here 
it is necessary to cevelop methods of accurately measuring and standarc- 


izing the dosage of radiation to be used in the biological experimentation 
and measurement of the extent of any hazardous radiation which might be 
founc in a plant area.- 


B. The Biologic Effects of Radiaticn. Because of the known 
deletericus effect of radiation on the animal organism, it becomes neces- 
sary to determine the effect of controlled dosages of the various types of 
radiation.on various animal species, so that such observations can be used 
in the control of possible human epeewe. 


The types” of biological effect possible to study are: 


(1) The Survival Tice or percentage that the effect of a 
_ given dese will recuce the normal life span of different aninal species. 


(2) The Genetic Effects of radiation as manifested in the 
develoouent of abnormal indiviaua. types from changes in the heredite:y 
sechacisa. 


(3) Histopathological Changes as demonstrated by abnormal 
changes in the make-uo of the various body ‘tissues. 


(4) Physiological Chanzes produced by the alteration of the 
normal functioning of anizal tissues following radiation. 


(5) SiLochemisal and Enzymatic disturbances which are the 
potentia. scurce of tnese onysiological abacrmalities. 


» Ba 
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Methods for the Detection of Mini=el Eodieticn Demsce are 


develcped directly Drom coservat.om of tae above types anc are appiied to 


study of the human indiridusl or worker. These include studies on: 


(1) Biochemical and Enzymatic Changes which may be detected 
end which, if measurable, can be ccrrected before irreversible darage bas 
taken place. Examples of such change vould be effects on the metabolien 
of coproporphyrins » excretion of abnormal substances in the urine and the 


like. 


(2) It has been known that radiation depresses the function 
of the hemstopoetic system and detailed study is indicated to detect early 
changes under controlled dose radiation with all blood elements under con- 


tinuous obeervaticn. 


(3) The Production of Anatomical chenges such as epilation, 
skin erythema, and alterations in the integrity of the akin and the like 
must Likewise be studied under controlled dosage. 


D. Studies ere likevise indicated on methods for the prevention 
of _redtation injuries, These inclnde: 


(1) Methods of ical detection of external radiation by 
the development of sensitive Rees reading instruments capabie of the 


detection of smounts cf radiation well below those necessary for demon-~- 
etrable injury to the animal subjects. 


(2) . Methods for the determination of harmful amounts of 
‘padioactive dusts end gases in air, in vater and the Like. Many radio- - 
active materials like radium are deposited in the body end in such loca- 
ticns produce injury to tissue. Methods based on the determination cof 
Gecgerocus amounts of these substances by examinaticn of the excreta and 
Girec® measuremerts of the body itself are necessary. 


E. Protective Measures. Studies on the efficiency of shielding 
age inst radicactive msteriels, the efficiency of exhaust end ventilating 
systems against densercus emczate of dusts, the developmect sf protective 
“Clothing and devices, and the development of remote control processing 
Bethods have been extremely important in the Manksttan District protection 
progra= to date and vill continue into the future. 


Fr. The possible therapousis of radiation damage by the use of 
replecement therepy for the damaged bodily elemenss, as vell eas the reduc- 
tion in the exposure follcwing deposition of radicactive materiale in the 
boéy deserves considerable study. Replacement of the damaged hematopostic 
elements destroyed by severe radiation exposure offers one poesibility; de- 
tecticn ex2 neutralicaticn of unknown tcric substances produced by radia- 
tion end other such difficult problems deserve consistent and detailed study. 


oF « 
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All tke sbove studies sre necessery con alpas, deta and gems reys 
end neutrons of varying intensity. Ic addition, the radiation from the 
radioactive substarces to be discussed has likewiee to be considered. Also, 
the effects cf acute and chronic exposure must be determined because of 


their dissimilerity. 


it Eazards Due to Special Materials 


For brovity it is preferable to discuss the potential toricity of 


specisl materials by first indicating the type of study to be carried out, 
folleowed by the presentation of these materials on which studies have been 


necesssry. 


A. First, en actual determination of the toxicity of e substance 
must be mode indicating how poisonous it may be in both acute and chronic 
exposure. In this way the toxic levele may be avoided in laboratory and 
Plant envircuoments. 


. : (1) The mode of entrances into the body by ingestion, inhale- 
tion end skin absorption must be studied es different manifeststicns and de- 
grees of toxicity may be produced by each route employed. 


(2) A careful analysis must be made es to the character of 
the biological changes with the production of physiological; histopatho- 
ical and biochemical evidences of damage incurred. 


(3) The nature of these injuries end the mechanism by which 
they cccur must likevise atudied insamuch as this ef? ormation 
es to tas necessary protection and indicated therapy after exposure. 


B. Preventetive msasures require stucy. 


(1) The effectiveness of physicel methods for the removal of 
hacerdous dusts, reduction in skin contact and prevention of ingestion must 
‘be measured, and methods for accurate determination of euch hazards mist be 
Geveloped and usec. The use of certain chemicals, ointments, and the like 
@s protective measures must be studied as to their efficiency. | 


(2) Protective devices such as respirators end clothing ms‘ 
be tested om reguired substances against which they will be used. 


(3) Finslly, eppropriete investigation of therapeutic measures 
to de used in the trestment cf both acute and chrenic poiscning states should 
they occur in industrial exposure sust be made. 


Completion cf all phases of the above program on a variety of <ub- 
gtencee provides complete information as to the medical aspects necessary to 
be considered in protection of the vorker, prevention of injury and treataent 
of injury should ‘it occur, 


1033631 


- 10 «- 


Seiten 
. BEST COPY AVAILABLE 


-—- -—- ww «= 


APTINDIX A (Cont'd.) 


C. Substences on which studies of this type are necessary ere: 


(1) Urenium and its compounds 


e. Uranium metal and its chemical compounds, aride, 
' gitrate, chloride, bromide, totra and hera- 
fluoride, sodium end ammonium sulfetes. 


bd. Urenium chain of beavy metals 


Urenium Xl 
Uranizce X%2 
Redium 
Polonim 


c. Fission products of cleavage of U-235 and plutonium. 


d.. Artificial isotopes of uranium - 232, 234, etc. 


(2) Thorium and its chein 


(3) Plutonium 


(&) Special Accessory Materials 


@. Flucrocarbons ec. Beryllim 
db. Fluorine &. Others 
rm ‘Production Hezerds 


| The results of studies made on the materials discussed above are 
eppli* for the prevention and control of industrial hezards arising in tke 
large merufecturing areas vhere these materials ere used in large amounts. 


A. Im the Electromsanetic and Diffusion Methods fcr the isolsticn 
of urenium 235 *ae major hazards are srom the uranium compounds, the con- 
centraticn of uranium Xl end <2, and the epecial accessory materials and dby- 
products formed in the process cf manufacture. 


B. In the g-sphite pile where plutonium (239) ie produced on « 
large ecale, the Lacards are from the elpha, beta enc gata coys, neutrons, 
the plctocium metal end its compounds, the various raedicactive fissicn pro- 
ducts resulting from the pile operaticn. 


C. The chemical isoletion of polonium following its formaticn ir 
the pile incorporates hazards from alpha radistion follcwing absorption tuto 
the bods. 
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(5) Study of treatment of all immediate offects such es 
Tadizetion, heat and blast. 


(C) Preperation of pertinent infor=stion in proper for= for use 
by catastrophe units in production areas. 
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D. Study of the medical espects of plant progrems sside from the 
determination of the effect of radiation end chemical toxicity, include ed- 
@itionel information obtained from plent investigaticaus as frcx: 


(1) Clinical survey of all exposed personnel. 
(2) Monitoring cf hazerds by special instruments end asthods. 


(3) Surveys of new types of Graphite piles and production 
equipmsnt. 


Iv Eacerds of Atcnmic Catastrophe in Production Areas. 
A. Iemediete E*fects 


(1) Rediation - the radiation occurring et the time of. the 
@xplosién coupled with blest end beat causes diclogical 
effects vhich may differ from those occurring folloving 
other acute known effects from gamma and neutron redis- 
tion, end demand study. 


(2) Blast - the blest of atomic explosion is eo intense end 
' may have totally different types of shock waves, recoil 
vaves with other unique biclogical effects which should 

. be investigated. — 


(3) Heat - The intense burns from actinic type of radiation 
heve not been studied. This also includes the combins- 
- tion effect of ell three items in this group: blast, 
radiation and heat. — , 


(3) “De leyed Effects 


(1) Protective Devices - study of methods of protecticn 
ageins: tse Tadicactivity deposited at the time of 
Dlset. 


(2) Decontamination - methods of decontamination of soil 
- @nd the Like must be vorked out for cleaning up active 
areas. 


(3) Investicative Ecuilscarnt - special equipment mst be 
ve.oped end teated for use in investigeting bombed 
eress. ' 


(4) Studr of casualty effects - field study cf fission 
Clouds, possible injury to water supply, scil end the 
like, buman damage by population surveys. 
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Tus UNiveastry or ROCMASTER 
SCHOOL OF MEDICINE AND DENTISTRY 
STRONG MELICRIAL HOSPITAL 

Rochester, New York 


Jenuary 32, 1947 


AE C- Sd 15 (hrs gf, 4 


Ur. Carroll *ilsoa 
Generel Mareger 

U.S. Atomic Coeraissicn 
Feshington 25, Ub. C. 


Lear sr. filsoz: 


The oosinion on Clinical Testing was revuestced of the 
Interim kecical Committee at its meetizg Jenuary 23, 24, 
1547. It is the epinion of this Compittee thet in the 
further study of healta hazards and of the utilisation 
of fissionzble end radioactive, and other cateriais, fizal 
lnvestigetions cy clinical testing of tiese materials vil 
‘be necessary unce the proper ane usual safeguards. 


It is recommended tiat the legsl Cepart=zent cetersin 
tne finenclal and iegal ressoxzsibiiity of the United States 
&+tosic Energy Concission wnen such ciinicil investigations 
are carried out as part of approvec prograts financed by 
the Atozic Energy Corcissisn smd edvise the propcsed Health- 
Saf ety Division of its perogatives in tnis regard. 


Sincerely yours, 


STaFTOSD L. BASSEX, UD 


SL¥:a Casircan, Interim Nedical Coz. 
ce: Lr. P. &. Erzyan U.S. Atuzic Energy Coszcission. 


#r. Re. S&S. Stone 
Mec Div, Oak Ricge 
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30 asriz. is! 4,7 


Dr. Stafford L. Warren 
University of California 


LO5 Hilzerd Avenue 
4est Los Angeles, California 


Dear Dr. “arren: 


This is to infora you that the Comnission is going ahead 
with its plans to extend the aedical research contracts of the 
University of “ashinstorn, Columbia University, “estern Reserve 
University, the University of Rochester, and the University of 
California (at Los angeles), in the amounts recomended by the 
budgetary subcosmittee of the Interia hedical Advisory Camittee, 
as recorced in your letter to me dated Asril 7, 1947. 


It is the hope of the Caxnissicn that such extensions cf 
the contracts will srovide a scund oasis for continuing the sedical 
research essential to the Commission's activities, pending a fuller 
review by the Cosmission of the scope of the medical srogran. The 
Comsission also Ropes t5 strengthen the position of the Universities 
to attract persormel of high calibre to the sedical research work, 
by authorizing thes, with the aoproval of the Comission, to enter 
into contracts of employsent with key personnel for periods up %5 


three years. 


The Comuission is entirely sympathetic with the view of | 
your Comittee that research personnel engaged in medicsl projects 

should be encouraged to exercise their orn initiative and should 

be given an opportunity to devote part of their time to sursuing 

lines of research which appear fruitful to thes, even though act 
ismediately related to specific items in the acsroved progras for 

the particular sroject. Accordingly, the Comission is authorising 

its Area Ksragers to approve such research, up to twenty per cent 

of the tins of the research persomel engaged on such aedical pro- | 
jects. When such aoprovel is given, the Director of the osdical 

project will be recuired to certify to the Comission (1) that the 
research is useful and is not outside the general scope of the Ca 
mission's research interests, and (2) that the research will not 

unduly isterfere with the orogress of the work on the apsroved pro- 

gran at the project. The Director also will be required to indicate 
separately in his reports to the Commission what research Sas been 

done under sais authorization. 


ORS Sa AL 
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I¢ is understood that your Comittee has recommended a 
program for obtaining medical cata of interest to the Comission 
in the course of treataent of cetients, which aay involve clini- 
cal testing. The Commission wishes to sake clear to your Ca- 
mittee its understanding of the orograz «nich is Seing eosrovec. 
The Cosmission understands that in the course of the approved 
progras: 


a. treatment (which may involves clinical testing) 
will be aduinistered to a patient only when there is 
expectation that it may have therapeutic effect; 


- 
b. the decision es to the s¢visstility of the treat- | 
pent will Se mace by the doctor concerned. ak 


The Cosmission does not intend to influence in any way the exercise of jadg- 
zert by the doctor as to the aGnuinistration of any osrticular 

treatzent authorized under the asproved srogram. Indeed, fron the 
discussion at the meetings of Acril 3-5, it seemed evident to ae 

that coctors would not allow their judscent on this satter to be 

influenced by anyone. — 


In any such clinicaltesting, the Comission continues to 
request that the seme procecure oe followed which was agreed uocn 


coptibis of sroof fram official records that, ete $o treatoext, 
tient, seing in an uncersta 


\ 

\ 
early in March. That procecure contemplated that it should be sus- | 
j 


view of your recoumencation, the Comiss:.on does not recues: thst 
written releases be obtained in such cases, out it does rec 


—— _-y 


The Caccission is interested in excloring the possibility of ., 
starting various types of training orograms along the lines recommenced 
by your Comittee. It is suggested that there should de sumitted 
in writing cetailed proposais for training proszrams, which do not go 
beyond the limits of what is now practicatle. 


Sincerely yours, 
s/Carroil L. Tilson 


t/Carroil L. Filson 
General Manager 


SSONSMDENTENA | | 
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UNIVERSITY OF CALIFORNIA 
E25 Scuth ‘ll Street 
LOS ANCELES 24, CALIFORNIA Roca 329 


Usz7 12, 1947 F 
RE 75bAw y, 


Maj 8B. M. Brundage 

Chief, Medical Division 

U. S. Atomic Energy Commission 
P. 0. Box E 

Oak Ricge, Tennessee 


Dear Kaj Pruncage: 


Transaitted herewitn for your inforzstion and files Ls a cosy 
of a istter fran ir, Carrot Tilsen to Or. Stafford L. “arren. 


Tne orevisions incicated in paresrashs cne ard two rill coze 
ints operation saiz where autserisec soecirzlc2iiz7 by eccntrsctnal ar- 
ranmzeczent3 detaven the Casnission and tne Contractor, 


Ur. TWiilssn's office nas acvised us thst 3211 Area Yanasers wilt 
be notivied ty the Teshimton Offise corcernins tho contents or his 
letter, 


Tne last parseraph of ur, 4lison's letter suczests that slins 
be for=suisted for wariczs tynes of training progress. It 1s recuestec 
thst 2 fenvetive training ororren be forwarded to this office ai. you 
ea>liect convenience so thot it saz be corrslat-<c with the oweriil 
haslthneongsics prezrans, 


-‘Sinmerely yours, 


Robert J, Suottiner 
Assistant to Chaircan 
RJS i Inveria sweicsl Acriscry Comsittee 
Erels Ltr ata ®% apr 17 
frac ur. silson 
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Cetocer 8, 1947 


To: Advisory Board an Medicine and Siclogy. 


Subject: MEDICAL POLICY. 


It is the desire of the kedical auvisor's Office of the Cak Riczs 
Directed Cperations to fresent certain matters of medical folicy to the 
advisory Board on Biology ana seuicine for their consideration. In view of 


the extremely important relationship of health protection and the medical 


pregram to practically all of the Commission activities, and in a larger sense 
to national welfare, it is izperative to obtain tasic medical policy decisions 


rapidly; as possitle. The degree of success which the Commission's progras 


ttains may well aepena in a iarge measure on the adequacy ana soundness of 
; £ 
: Sts medical, health-physics and tiological programs. 


COLLECTION 


Accordingly, the following questicns .na tentative soluticns are 
submitted for your review and expression of opinior. 

Dr. albert 4. Holland, Jr., Acting Sedical advisor of the Cak Riage 
Directed Cperations, will be available for subsequent meetings of your éoard 
to provide further information if you so cesire. 


a. There are approximately twelve cooperating universities 


= ‘ 
a: = g participating in the Cak Ridge Institute of Nuclear Stucies, 
“0 
7” which is a greup estatlished under the laws of the State of 
~ 
5 = Tennessee to conduct fundamental research using the facilities 
a“ 


available at clinton Naticnal Laboratories. although these 


Crassifica 


AMALYSAS CORP 


ye ew 


facilities are necessary for auch of the tioio,ical reseirch 
work, a great .ezl of other work can oe ;erformed at the indi- 


vidual universities. any ecnpeten: qualified scientists 
— a — 
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from these universities have apolied throuzh this office 


for funds to concuct warious problems is biochemical. medical 
and biclogicsl research. Some of thes* suggested researches 
are extremely pertinent to the activities of the Cormissicn, 
as for examole, Cr. Alfred Chanutin at the University of 
Virginia 3iochemical Latoratory wishes to establish a orogram 
for the electro c*or-*ic study of plasma proteins followinz 
irraciation. If in his studies he cas estallish &@ constant 
patterns chanze which cax Se correlated with radiation exscsure, 
we mill then >s03ses3 4 sew disinos*ic sethod which car rm-stii+y 
de used in che orotection of our sersonnel throuzhous the 
atomic industry. This tree of rrobles, while funcarental is 
nature, can also b> considered as aszlied or “programatic” 
research, since it is intented to at*7mpt to provide us wich 3 
definite answer to an extremely pertisent problen. | 
Accordingly, the question arises as ‘So whether or not « 
regional Medical Adviser can initiate Cunderental anc/or 


"“orogrametic™ research at facilicies within his area or with 


universities within his general seograchic resicn? It ts 
apmarent that each, ’etical A‘risor his 1a rore intimate “nowle--e 
of the nvobtless within Sis isea; and Sherefore Lt seers Sesiri:.*. 
subject to “he se-reoral of the Atomic “neers; Commission “tics. 
Firector an? the At torr Foard on Siolo-y wt “Nedisine, “hat 

he have the suthcrity *o ne~otiate with usiversitiss ric*is 


his resion “or She exaress surpose of contuctinr Seth funsi- 


e ‘ 7 : > 
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A second problem arises when one considers what responsibilities 
the Atomic Energy Commission bears for the human administration 
of isotopes. This question can be subdivided .ato two phases: 
(1) When the mterials are administered by private physicians 
and institutions outside the Project and (2) when given by 
physicians and researchers within the Project. This latter 
category includes contractors’ personnel employing Atomic Energy 
Commission funds (indirectly) to perform tracer research, sone 
of which is of no immediate therapeutic value to the patient. 

It therefore becomes desirable to establish acceptable medico- 
legal criteria for future human tracer research. 

Careful consideration of this problem seems to indicate 
that once a recipient has been deemed “qualified” by the Isotopes 
Branch and their advisory committees to receive and use radio- 
isctopes, the Commission bears little if any responsibility for 
human administration. Past medi co-legal experience provides 
mumerous instances of claims and suits againstmedical institu- 
tians for the use of experimental drugs. Im practically every 
case the physician involved has taken the sole responsibility 
and therefore may ar may not be guilty of malpractice, but the 
institution is exonerated. This analogy might well apply te 
cur present problen. 

The second part of the question is more difficult since 
much of cur research is motivated by human applicetion and hums 
effects. If the expressed opinion of the Medical Board of Review, 


which convened last June, is accepted in establishing criteria 


ete 
CO heeseeing Te te 
te te ee 

for human administration, then obviously a great deal of cur 

present human tracer studies sust be discontinued. The pertinent 

facts of the case, pro and.con, seem to be these: Pro - 

(1) Tracer research is fundamental to toxicity studies. 

(2) The adequacy of the health protection which we afford our 
present exployees may in a large measure depend upon inform- 
viom obtained using tracer techniques. 

(3) Hew amd improved medical applications can only be developed 
through careful experimenta$44 and clinical trial. 

(4) Tracer techniques are inherent in the radioisotope distri bution 
prograz. 

Con - 

(1) Moral, ethical and medi co-legal objections to the administra- _ 
tion of radioactive mterials without the patient's knowledge ~ 


or consent. 


(2) There is perhaps a greater resronsibility if a federal agency 
condones human guirea pig experimentation. 

(3) Publication of such researches in some instances will compromise 
the best interests of the Atomic Energy Commission. 

(4) Publication of experiments done by Atomic Energy Commission 
contractors’ personnel may frequently be the source of liti- 
gation and be prejudicial to the proper functioning of the 
Atomic Energy Commission Insurance Branch. 

C. The radicisctope distribution program is increasing in scope very 
rapidly. Asa result certain questions arise for consideration % 
determine: | 
(1) What part the Atomic Energy Commi sion Medical Division will 
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play in the isotope srogran? 

(2) hat responsibilities does the Atomic Enerm” Cormissicn vear 
Zor tne safe mandling Sy the recipient for the more hazardous 
isctopes? 

(3) What responsibilities does the Atomic inergy Commission bear 
for radicactive =aste disposal? 

(Lk) ‘hat part, if amy, should the Atomic Energy Comission take 
with respect to cyclotron produced isotopes at the various 
universities throughout the country? 

ansvers to the ab-ve qces*ions cannot immediately be set forth. 
Ecvever, the foiloving caments appear in order: 

It is felt that the Atomic Energy Soermission ~edical <ivrizion 
should probably >ear conplete responsibility for all of “ine sedical 
and health-paycics pnases of the Cormmissicn's activities. The 
medical amd health aspects of the isot».pe program therefore is a 
subject of some concern to the uedica. Cirector. The establishment 
of broad general colicies of personnel srotection, codes, and 
other related information may well £511 vithin the score sf the 
Ledical Division's activities. 

“ith respect to safe nanclins of the sore hasarcous ‘isotoses, 
as for example, Strontiwm 70, Caleism US and varbon lL, san; Jaccors 
arise which increase tie cizficulty of sclction. These are listed 
below: 

(1) Uncler tne Atomic ners act does the Comission re*ain acral 
ressonsisiiity for the tpplication of these 3uSsstances? 


(2) How can the Atemic cnersy commission creperly enforce sale 


lO1lgdil: 
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(3) The U. S. Public Zealtn Service has no legal authority withir 


state boundaries and therefore can only act in an advisory 
Capacity. Purther, there does not appear to be a sufficient 
mumber of qualified men to initiate such a Public Health service. 

(4) State Public Health officers do have, in most instances, suffi- 
cient legal authority to enforce safe handling. However, few 
men are qualified at the present time to assume this responsi - 
bility. 

(S) The Advisory Field Service of the Isctopes Branch provides 

"in the Meld" free consultation. A number of isotope recip- 

ients have availed themselves of this service. However, sug- 

gestions or recommendations requiring the expenditure of soney 
for laboratory design in the interest of safe practice ere not 
always received in « cordial manner. 

Badicisotopes with a short half-life, such as Phosphorus, p>? 
and zisi do not present a severe hatard in most cases. Howerer, 
some substances may be of primary concern to am entire community if 
handled improperly. Some system of control is vital if extensive 
use of these substances is contemplated. 

Intimately associated with the above problem is the question of 
radioactive waste disposal. As you no doubt are aware, many tug- 
gestions have been prosceed by various pecsle. Some of these are: 

(1) Disposal at sea. 

(2) Disposal by burial. 

(3) Storage in vaults until decay has progressed to safe limits 


(4) A system of garbage can collections and subsequent burial 


in federal burial grounds. 


S) Sealing the more —— oqotenianted wastes in suitable 
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comtacners and ci matci.ing Sher Sy imvernlane*ary rocines 
out into sce. 

Taire somm of Sicse sussestions acnear somecvthat extremes and ociiers 
an-ear quite rezsorn2le, surercus troolems crise concerning ==.ste 
disposal, Cround surial is at oresent in use at some installations. 
Uovever, ground sector ond soil contaci=stion and sudseque:t selsc<ive 
sbsorntion by Tarious 7iants end saimal orgsamisms is 1 serio..s 92- 
jection *o *iis satiod of disnossl. <urial at saa is not ~A ‘sous 
Sone tiazard shon cma considers such a =rosram extending over 2 Les 
mumber of :vcrs. 

tumercus isoto-e -wrchasers receive material sich is 22% 
svivavle fer Sistiss wt Ssposal in city semy3 5 
Consiceretic= = st wo civen as So ce2aS reswonsisilisies <> wear °° %. 
res=3ct “So: 

(1) Radisactive =2ste dis-ocal, 

(2) Sstadlisiment of criteria [:- eisnosal. 

(S) Desired «tists of enlorcesont, if any. 

vbeh restect 79 So cyclotron -ro-7:ceu Ssotsres 2% “us veri: 3 
mivsrsities ond rosenre!: instititiess Sercshews Tee Wl te. «.* .°8, 
is sight be cesiscsle to An7e “3 Some sal3ty coces “nc corsets. 
nrotection mees:rcs sdomsed. If cyclo*tren -roduced isots-es 7° 24 
gurchasec, 2istriu:wdi onc issdcled at sill Siroushous She United 
States, tue Sl2er3s 9° Sia sorsission to saincaia safe crash. ce; 


SAY 9O@ SOTi OUSLS Sccica-ced, Csviousi;, Sais is 2 we f0.ic%%3 


qisssies ©S “3 (6 xe% cic: in ame ser ce wercackh w-9s Shs 33i sto 


Sizie Users of orvoe isstitutions. 
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Declassification of medical and biclogicel documents has 
become a considerable task. All researchers are anxious to 
have their work appear in the journals as soon as possible. 
Fhen critical process steps or materials are involved the 
problem is greatly simplified, since all must abide by secu- 
rity. Renerer, there a large number of papers which do not 
violate security, tut do cause considerable concern to the 
Atomic Energy Comnission Insurance Branch and may well conm- 
promise the public prestige and best interests of the 
Commissian. 


Papers referring to levels of soil and water contamination 


gurroundhG Atomic Energy Commission installations, idle 


speculation on the future genetic effects of radiation and 
papers dealing with potential process hazards to employees are 
definitely prejudicial to the best interests of the government. 
Every such release is reflected in an increase in insurance claims, 
increased difficulty in labor relations and adverse public sentiment 
Following consultation with the Atomic Energy Commission 
Insurance Branch, the following declassification criteria appears | 
desirable. If specific locations or activities of the Atomic Energy 
Commission and/or its contractors are closely associated with | 
statements and information which would invite or tend to encourege 
claims against the Atomic Fnergy Commission or its contractors, 
such portions of articles to be published shaild be reworded or 
deleted. The effective establishment of this policy necessitates 


review by the Atomic Energy Commission Insyrance Branch, as well as 


by the Medical Division, prior to- declassification. 
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Tn surmarz’, it should te nointed ent Siat S.is orisl resme 
mst attecsted te socmrehensicel: -resent al! of the ors lens <t:ich 
exist. it sas csered edrisazle, iorever, So set forth seme of the 
sajor questions for jour consicere<is=. “Svan i= the rresentaticn of 
Su23e senior orocle:s, =o cretex<t ‘3 -ade Sor comrleteress. “‘Seewr, 
an effort was made So Srins out “ie salient coixts in eec. izstance. 
eeaastl-, tie obsectize ‘mes Seen to cali attention So “hose ‘issues 


which appear to Se Suademental to Sho estaslismen* of a sound, crosres- 


sive, soordirated tedical and biolosteal srogram for the Atonic ners: 


Sorzission, 
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DRAFT MINUTES 
ADVISORY COMMITTEE FOR BIOLOGY AND MEDICINE 
SECOND MEET ING 
Held At 
Atomic Energy Commission Building 
1901 Constitution Avenue 

) Washington, D. C. 

October 11, 1947 
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Memorandum 
on Medical 
Policy 


Letters 
of 


Interest 


The Oommittee discussod various aspects of the training 
program as summa rized totem the morning session. It sms agreed 
that considerably moro etudy would be noeded on the mmny phases - 
of tho problem before 4 dofinite policy could be recommended to 
the Commission. Dr. Grogg vequeetes each committee member to 
study the problom and prepare an opinion on the matter. Dr. 
Gregg proposed that these opinions be forwarded to hin and he 
would assemble thom for consideration at the next meeting. 

A momorandum addressed to the Comnittee, dnted October 8, 
1947 on the subjoct of medical policy from Dr, Albert Holland, Jr», 
Acting Medical Advisor, Oak Ridge Office of Directed Operations, 
was read. The memorandum brought up a number of important ques- 
tions on medical policy reluted to health protecticn, medical 
research, hunan experimentation, the relationship of tho Medical 
Division to the isotopes progran, the problem of waste disposal 
of radioactive meteriuls, and questions on declassifications uf 
medical and biological reports. The Oommittee discussed the 
memorandun in general and expressed the desire to give the 
mattcr morc study. | 

Letters of inturest to the Committoce, including research 
proposals by Mptain C. Y. Shilling (MC) USN on projects spon- 
sored by the Office of Naval Resoarch, ont a letter from Dr.. 

G. P. Rhoads, addrossod to Mr, Lewis L. Strauss were discussed. 


Due to the number of projects cited in Captain Shilling's letter, 
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CHIVES 


November 7th 


at 


Dr. Gregg statod that he would ackorvledge the letter and hold 
it for ennigets by Dr. Warren and discussion at the noxt ' 
meeting 
A letter from Dre Robert Stone, addressed te Mr. Wilson 

dated Soptenber 18, on doclassification «f biclegical exd 
medical papers was read to the Committee. Dr. wane*s letter 
raised the questidn ér | releasing classified sagere containing 
cortain informatien on come experinontation with radioisotopes 
conducted within the AEG research pregame The Committee agreed 
that the problem was covered by the’ recomendations of tho Medical 
Board of Revicw and that popers on this sub joct should remin 
classified unless the stipulated sonditiors laid down by the 
Board ef Review were compliod with. 

The “Coamittoe agreed thet the next necting seal be held 


in the Commission Building on Friday, Sovenbor 7, ‘ise7e 
Tho meoting adjourned at 6:00 Pail, 


DOE ARCHIVES 
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WAR DEPARTMENT 
OFFICE OF THE SURGEON GENERAL 


ARMY EPIDEMIOLOGICAL BOARD 


UNITED STATES ARMY 
OF FICT OF THE PRESIOCNT 
333 CCOAR STreerT 
NEw HAVEN. CONN 


Protection of !lesearch Project 
Volunteers 


Col. Frank L. 3auer Legal Office, Sco 23 Cet. 47 39 0 /af 
Agny Med. Res. & Developnent Rs 23520 74575 
Board, SCO, Room 2CL80 


l. There is nothing in the Medical Department standard research and 
development contract vhich would require the Government to reimburse the 
contractor for a paynent to a prisoner as compensation for injury resulting 
from participation in a research project. This is true vhether the payment 
be made voluntarily by the contractor or as the rosult of a possible suit 
for damages. Although the contractor mi:ht be reinbursed under the special 
costs article for guch rayeeat I would consider it inadvisable to do so. 


2. The question of reimbursing the contractor for payment of the 
premium on a disability policy on a prisoner during the experiment, was sub- 
mitted to the Contract Insurnnce Sranch, Office of the Chief of Finance. They 
advised that there was no authority for taking out such a policy and it wuld 
not be approved. They further stated that they discussed the quostion of such 
coverage with a orivate underwritor and vere advised that the cost vould be 
pro§ibitive. 


3. This office, accordingly, recomsends that Dr. Stokes be advised to 
protect bimself, the State of New Jorsey, and the Covernment, by means of 
the usual vaiver if such action has not already been takes. This office vill 
supply the necessary form upon request. 


Robert J. O'Connor 
Lt. Colonel, JAGD, 
Chief, Legal Office 


Incl. Ltr, 15 Oct. 47, fr Dr. Stokes 
to Col. Stone 
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’ Dee Robert 8. Stane 
Wniversity of California CONFIRMED TO BE UNCLASSIFIED 
Medical School BY AUTHORITY CF DOE/CC 
The Medical Center _Kahy 4-/9-99  * 
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end cons 
eenditions eited belew were net cemplied with. For your informtian, 


the fellowing is queted from the preliminary wpublished and restricted 
draft of the report read te the Commissioners; 
Sec 


“The atunégphere ef secrecy and suppression mkes ons 
aspect ef the medical work of the Commission especially 
walnerable to criticism. We therefore wish te record 
the position taken by the medical staff 


| 


US DOE ARCHIVES 


GM's Beading ‘les 


er 


Collection 


550| 


RK 
g 
5 
: 


peint ef their studies of the substances 
human life. We believe that no substances 
er suspected ef being, poisonous er harnful 
given te human beings tmless all of the foller 
fully mets (a) that a reasenable hope 
ration ef such a substanes will 
the patient, (b) that the patient 
informed consent in writing, and (co) 
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"Were it net for the extreme value and pressure fer securing 
reliable informatien an the limits ef human tolerance ef 
radioactive substances there would be no need for explicit 
reference te this subject. We wish to see immediate and 


Ihox 


steady increase in this gravely important subject ef humn 
| tolerance of radicactivity, but we believe that since secrecy 
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Dr. Robert 8. Stene “f- 
We trust thet this information will assist ~ 2 in evalumting 
this prodles. 


Your centimed interest and support in cur diclogical, medical 
and health physies program is deeply appreciated. 


Sincerely yours, 


Carreii L. Wilsesn 
General Manager 


Copy No. 1 Addressee 

Mr. Wilson 

Mr. Derry 

Mr. Volpe 

Dr. Pidler 
Medical Director 
Major Dauer 

File 
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UNITED STATES 


ATCMIC ENERGY CCOMMISSIiCN 


WASHINGTON 25, 3. C. 


Dr. Alan Gregg, Di>scceor 
for medical Sciences 
Boaksfeller Yoamdatian 


Reem S500 
49 West 49th Strect 


ew York 20, Hew York 


Dear Dr. Gregg: 


5 40 tae 


I want te thank you for your letter of October 14 con= 
‘eerning the questions reised by Dr. Stane in his letter to ue 
of Septexbder 16 regarding declassificetion of biclogical and 


medical papers ecoutaining informticn an the experinetal use 
ef radicisctcpes in human beings conducted under AFC sponscr= 


ship. 


I have checked the unpublished and restricted draft ef 


the report of the Beard of Review end note that their attitude 
was clearly stated an this problem. Accordingly, I agree with 


yeu thet it is net necessary for the Advisory Committee for 


Bidlogy end Medicine to mke «a further statement a this subject. 


My reply te Dr. Stone included an extract of the Board of 
Z am sure that this informatian will assist |. 
Dr. Stane in evaluating the present problem end inform him as ~ 


<leview rewarks. 


‘te the conditions that mst be ost in future experinents. 


eos Mr. Wilsa 
Mr. Derry 
Dr. Fidler 
Medical Director 
Major Dauer 


Sincerely yours, 


RG a Ze rm —_ 
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Albert I, Helland, Jr., Wo2., seting Medical Advisor 
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Mower 7, 1947 
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Mormber 7, 1947 


J. G. Pranklis, “kcazger 


Albert 1, “sllend, Jr., %.3., Acting Medical Advisor 
WPICAL AUD CP7RATIONAL POLICY DECISIONS 
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Fc ¢ I: Sesssssibners and Division Heads 
afm 
—_e carroll L. Wilson, General Manager 


SUS J? meeting of the Advisory Comzittee for Biology and Medicine 
: eting of the Advisory Comm+ ra for Biolegy and “Medicine 
-Will be held Feb bruary li, 19hk3 at :9::30 A. K., at dashingtos, D.C. 
Invitation is cordially extended to attend this meeting. 
February li, 1948 - 


.. Correction of Minutes of Decenver 13, 19:7 —— 


The stehenent that the younest for support of a “research npg 
whee * vlan 


contract by Dr. Allen Morits was approved, should be deleted > 
from these ainutes. | ok 

2. Additions to the Minutes of the meoting of the Aéviscey 
‘Comnittee for Siclog7 ard Uedicine held at Oak Risse, pumnanee 


on December 13, 19L7: ox 


In view of the gest: -ons made at the meeti=z of the Advisory . 
Comittee {sr Siclog a= Medics: me on” a Jamary 9, 1948 that a 
discussion be included in the Minutes of December 13 » 1947 regard- 

ing the Isotope Distribution Committee, it is recomzended that the 
following saterial be added to the Minutes of that meeting: 


On October 30, 1947 it was announced that’ the Interia 


Advisory Comzittee on Isotepe Distribution Policy. and two sub- 
Committees wished to resign. accordin,ly, a new committee on 
Isotsse Distribution was proposed by the Isotope Distribution 


Bronch of the Atomic Energy Commission. Dr.Accerscla sugested 
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that the new committee Se composed of the folio ng berscns who 


are closely associated with the use of isotopes: 


Gioacchino Failla, Ph. D., Professor of Radiology, Columbia 
University Medical School,ilew York, New York. 

Hymer L. Friedell, M. D., Director, Derartzent of Radiology, 
Lakeside Hespitel, Western Reserve University, Cleveland, Ohio. 

A. H. Holland, Jr., 9.D., Wedical Advisor, Oak Ridge Directed 
Overations, Atomic Encrgy Comeissicn. 

J. C. Hamilton, N. D., associate Professer, dedicel Fhysics Depart 
ment, University of California, Berkeley, California. 

Jesech “. Kennedy, Ph. D., Chairman, Derartzent of Chemistry, 
Wasningtcn University, St. Louis, Misscuri. 

Rebley Y. Evans, Ph. D., Professor of Physics, lassachusetts 
Institute of Technology, Cambridge, tlassachusetts. 

Robert F.ilehl, Ph. D., Director, wetals Research Laboratory, 
Carnegie Institute of Technology,Pittsburgh, Pennsylvania. 

Austin M, Brues, 4.D,, Medical Director, Argonne National Labora- 

| tory, University of Chicago, Chicago, Dlinois. 

Paul C, Aebersold, Fh. D., Chief, Isotopes Division, as Secretary 
to the Committse and Liaison Representative of the Atomic Energy 
Commission. 


It is suggested that Dr. Failla be appointed Chairman of the 
committee. 

The proposed functions of this committee would be to aid the 
Comaission in estaolishing new policies on the distribution of 
radioactive materials and to review from time to time existing 
policies. On specific isotope distrisution problems it is hoped 
the memSers of the main comnittce would Suncticn as to sub- 
committees whose personnel and functions are given below. 

Drs. Failla, Friedell and Helland should compose a Sub- 
committee on Husan applications who would review all initial 
requests for radioisotopes to be used experimentally or otherrise 
in husan beings. Subdscquent requests of a given user for the same 
purpose would net be reviewed. 

Drs. Hamilten, Kennedy, Evans, meni and Srues should ccmpese 


a Sud-comnittee on Allocations and Distribution who would revicw 
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doubtful reqgiests for radioisotopes to be used in £ sdamencal and 
applied res2arch, the field of education, industrial arplications, 
and commercial enterpri ses. 


The Isotopes Yivision would assume responsibility for 


allec2tisns of isctorcs exeest for these cases specifically 


rata, 


. Motud in p2rasresnrs four and five. Because of the exserience 


St 
> 5 odtained during the past year ard half of the program and the 
, ? initiation of a field service en isotcre tcchnicsucs, the Division 


ha 


is well qualified to handle this responsibdilit r. During the past 


few months it has been handling the routine work of allocation 


with a minimum of assistance by the advisory ‘sub-comittees. 


However, the Division has had to rely on the sub-comaittees for 


assistance on difficult decisions. 


“ The ‘above information has been drawn from a Staff Parer which 

Was submitted to the Ate mic Encrgy Comzission by the Waneger of the 

Oak Ridge Yirected Operations. See also Addercum Minutes 13 Dec. 7, * 
\Z 4 | Consideration of Minutes of the ueeting of Semmeny 9, 1948. OK / 


i. Research Projects: 3 


wy A L Vice Chairsan Goodpasture and the Interiz Director of Biology 
Fy and mudicine have recently discussed the general probloam of support 


of research with the acting General wan ez, - Tne Interin Directo Tt 
ecently conferred with Admiral Lee, Director of Office of 

Naval Research. The General Advisory Comittee hes outline its 

n this problem and a statement from the menters is cnclosed. 


Contract betvreen USAEC, Office of Santa Fe Directed 


and Wieshineton University, St. Louis. ifissouri: DOE ARCHIVES 
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A research contract between the above-listed parties, negotia- 
tions for which were initiated last sumer, has been entered into 
for the purpose of studics of nucleic acids, muc ssoproteins, 
muclectide and relstéd organic phospherus cempouncs in such a 

mner as to gain fundamental knowledge of the nature of disturSance 

of these compounds in organisms exposed tc iomisin radicticrs. This 
project is supperted to the extent of $29,5C0. 

& second contract is for the ecnstwestion of an ultraviolet 
spectrophotometer and an ultraviolet microscope for a study of the 
effect of ioni_ing rédiation om cells. It is estimated that this 


work will cost 945,500. 4: At se cats aff elas. 


(0) Dr. Leonard 3. Clark. Union Coliege: - cs 


This is a request for support: for a program of costars on 


"The Biological Effect of High voltage Radiation" using the facilities 


oo 


of the General Electric Company, tinaneei , New Tork. The work 


‘ 


‘ wild involve a range of one million: to one-hundred million volts as 


emitted by the hundred sillion volt betatron, with financing esti- 
mated for this work to be 3 7G ' There is only one other similar 

LG 00 : 
betatron. 

RECOLAENDATICN: It is recomsended that the advisory Ccszittee 
fer BSiclos: and decscs: ine approve that the Office 
of Naval Research be notified that funds in the 
| amcunt of O7é\7g are available for one year 
beginning July 1, 1948 for the support of a 
research project at Union College in cooperation 
with General Electric Research Laborator;, 


Schenectady, New York, by Dr. Leonard 8B. Clark A a 
| entitles "The Biological Ezfect of High Voltage 


Zadiations." , 
' , a ’ . 
Cath di Need Pa gels at on vie Zs: “4 sordid : 
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(c) Dr. David Rancert; Tiifts Collece wedical School: 


This is a research project on "The Effect of Radiation on 
Reactions Associated with Growth." For many years this laboratory 


has worked on the catabolic asrects of metabolism, with support 


from the National Cancer Adviser Youncil and National Research 


Council. They have considered the effects of growth-intluencing 
factors, chiefly horzonal, on these reactions; They have studied 
the capacity of the liver to synthesize alanine fron pyruvic acid 
and a considerable nuzber of similar reactions. They wish to. 
determine the effects of radistion on such reactions in normal 
tissues and in tumors. 


RECOLENDATION: It is recommended that the Advisory Comnittee for 
Biology and siedicine approve that the Office of 
Naval Research be notified that funds in the amount 
of $15,CO0O are available for one year beginning 
July 1, 1948 for the support of a research project 
at Tufts-Coilege wedical School by Dr. David 
Raprort entitled "The Effects of Radiation on 
Reactions Associated with Growth," 


(d) Howard University - Dr. Herman Bransen: 


This departaent requests $11,400 to support studies in bio- 
peeees= at Howard University fron iS Jammary 1948 through 15 J-nuarz 
19:9. A program of investigation with radicactive and stable iso- 
topes including a 60° Nier type mass spectrometer with the acst 
recent refinerents is projected. Studies will include investigations 
on phosphorus metabolisn with P3¢ , determination of rate functions 
and metabolizing functicns for biological systems by means of radio- 
active ard stable isctsres amd cooperative projects on icdine 


Getabolisz, cobalt metaholism and arsenic poisoning. The Office of 


-S- DOE ARCHIVES 
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Naval Research is supporting this group to the excent of 36,8C0 
cr the program in cass spectrometry. 


RECOLSENDATION: It is recommended that the advisery Cormzittee for 
Biology and aedicine apersve that the Office of | 
Naval Res2arch be notified thet funds in the amount 
of $11,400 are available for one year retroactive t 
oO 


oK 15 January 1918 for the support ef research projec 
at Heward University by Dr. Herman 3ranson on Bio- } 
physics. } 


(e) Dr. Louis Ridenour, University of Tllincis: 


This request is for a sum of $3,000 to support.a project for 
| , , Or 
the construction of 2 small radisccobalt applicator to be used in the 


irradiation of various types of small biclogice! specincns. Such 
an applicator could be used in studying enzyme reactions, in split 
dose effects on shee and beans and as standard to test consistency 
of effects. 


RECOLCENDATION: It is recommended that the Advisory Committee for 
Biolegy and uiedicine approve that the Office of 
Naval Research be notified that funds in the arount . 
of $3,0CO are avsilable for one year beginning | 
April 1, 1948 for the suppert of a research project 
at the University of Illinois urder direction of 
Dr. Honry7 Quastler entitled "A Proposed Cobalt 60 
Applicator for Radiobiolog;." 


(1, Or. Poul Hahn - Weharry wedical Colleec: 


This project is entitled "A Program for Treatmunt of Necplasms 
“by the Direct Infiltration of Radioactive Reavy Colloids.” 

Dr. Hahn has recently published several arvicles in which he 
reports encouraging results in treating varicus types of tunzors 
including fibrosarcoma, epidermoid carcinema amd Hcdgkin's Disease 
With diruct infiltration of radioactive isctsres. Dr. Hahn's 


request is fer 9109,L0L. 


-6- poE ARCHIVES" 
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RECO aceon: It is recommended that the advisory Committse for 
Biclogy and iodicine assrove that the Office of 

Nav2l Research be notified that funds in the acount 
of 350,000 are availabiec for one year beginning 

Apne easy 1, 1948 for the susport of a rescarch project 


at Meharry; Medical College by Dr. Paul Hahn entitled 
WRedSsactive Gold Collsids in Treatmant of Necplasxs 


by Dirsct Infiltration.". Thi sssual is contin- 
, a gent upon the appointant of a neaical adviser; 


Are 


(g) wessachusetts Insticute of Technolocy = Harvard Ledical 


Since 19L0 there has been in progress a joint study using 
radio-isotopes by physicians of the Peter Bent Brigham Hospital 
end the Harvard uedical School md physicists at the Radisactivity 
Center of the Massachusetts Institute of Technology. This group has 
made mamy impertant contributions on the role of iron, zinc and 
other metals in the metabolis= of human erythrocytes and leukocytes 
and it is also studying the alterations of these processes in blood 
dyscrasias. Recent developments emphasize the iapertense of zinc 
in the white bicod cells in relation to levkexzia. This greup of 
physicians has requested that the Atomic Energy Cosmissicn assuze 
support of their work by allocating $73,550. It was the desire of 
the Comnittee that this request be considered during the acnth and 
be acted uscen at the February seeting cf the Comittee. 


RECOLSSENDATION: It is recommended that the Advisory Committee for 
' Biology and wiedicine approve that the Office of 


Naval Research be notif Pied that funds in the amount 
of $73,650 arc available for one year beginning 
July 1, 948 fer the combined progras of Harracd 
Universit; Sedical School and Uassachusetts Institute 
of Technoicey and Peter Bent Brigham Hospital on the 
"Certain Wiedical .spects of atomic Energ;." 


DOE ARCHIVES 
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(h) Sloan-Xetterine Institute a Dr. C. P. mhoads: 


This project desires to study the use of radioactive isotopes 
in the treatment of various thyroid states. Particular ershasis 
would be placed on hyper—function of the gland, neoplaszxs and 
conditions affecting iodine uptake. 


RECOEMENDATION. It is recommended that the Advisory Committee for 
Biology and Medicine approve that the Office of 
Naval Research be notified that funds in the amount 
of Sebe®>are available for one year beginning 
April 1, 1948 for the support of research projects 
at Sloan-aettering Institute by Dr. C. P. Rhoads 
entitled "Studies of Distribution of Isotopes in 


Therapy” amd "0 soyq eet Serre > 
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(3) iiichael Reese Hoscital - Dr. Erich w.Uhicer: 


* 


Dr.Uhicann of this hessital hes Suen investisctins 


the use of an electron been in 22-millicn electren velt 


betatron. They are armicus to build a 35-10 millica 


electren volt Setatron and — the fast electron produced 


by such a machine, In addition they are intereste? in a 
larce research program on ‘the biophysical approach to 
cancer therapy 

RECOLED:. TIO: The correspemicnce fron this hospital 


is enclosed and no recommendation is 
injicated at the present tine, 


(3) washincton University - Dr. James Nolan: 

This project requests fumcs for suppers of a procras 
to stucz the "Use of Gara Ray Eaittins tisactive 
Isctopes in Colloidal Form as Therapeutic Acent in 
Carcinoma. 

RECO SDaTION: It is recommended that the adviscry 
Committce for Bislocy ami Viedicine 


aprmcve that the Office of Naval 
Research be notified that funds in the 


amsunt of §9,8CO are availablo fcr one 
() year becinninc July 1, 1948 yy" the 


suppert cf a research project 
Washinston University by Dr. Pa 
Nolan entitle2 "Use cf Garma Rey 
Exitting Radioactive Isotopes in 
Colloizal Fors as Therapeutic 

in Carcinoxa. 
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(x) Dr. J. Levitt; Department of Sstarnv. University of Lisscur:: 


This request is for a smali grant to suppor= a sroble= on the 
trans-lec2tion of aineral substances in plants. This would include 
in what tissues they 2re soved, what the mechenis= of moverent is, 
anc what relationship it has to other pnysiclogical processcs. 

. Uoverent weuld be follcwed wither Gatour counters amd would begin 
with racisphesphcrus. 

Dr. Levitt received his Ph. D. from McGill University arm has 
worked on "Cold Resistance," "Cellular Physiology," and "Peruea- 
bility." Studies at present are under way on the. "Kovencnt of 
Racicactive Isotopes in Plants" at institutions including Washington 
State College, Cornell University,Florida Experinental Station and 
University of California, Berkeley.- 


RECOIT=SNDATION: It is recommended that the Advisory Committee for 
| Biology and Medicine approve that the Office of 
Neval Research be notified that funds in the azsunt 
0% of $675 are available for one year beginning July l, 
' 1948 for the support of a research project at the 
University ‘of Kissouri ty Dr.J Levitt entitled 
“Tratig-Logation of Mineral Substances in Plants." 


"(1) Dr. Alffed mAh - “wenn bt naa Tyne, 


Dr. Chanutin is Professor of Bio-cheristry at the University of 


Virginia and has been engagec in studies on the"Distribution and 

Chemical Chances of Proteins cn the Plasma and Tissues in Norcal 

and Pathological States in Resvarch anizals and Human Seings." He 

is at present working cn research contracts in the Chemical Corss 

ef the United State Arsy and from the Office of Naval Research. 
Dr. Chanutin proposes a stucy of the "Plasma ani Tissue 


Prctein Fractisns" in animals and patients who have been exposed 


S varying dcses of cadiaticn fcr varying bericds of tine. The 
aSe DOE ARCHIVES 
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work would be carried sut originally cn rats. 

Dr. Stafford Warren at University cf California, les angeles, 
has also proposed a prograr of study on "Flas=a ani Protcin Fracticns 
in Radiation." all available evidence on this progran has act yet 
been activated. 

SCO SNDATION: It is reccmmanded that the Adviscsy Comittee fcr 


Bislecy ant -edicine arsrove that the Yefice of, 
*, Noval Research de notified that funds 


~ 


' a of 925,000 are available for one yee icsr the supsor= eed 
of a research project at University o> Yircinia by fa 
Dr. Alfred Cnanutin entitled "Plasma and Tissue te 


Prectein Fractions." 
5. Technical Information and Publications: 
Jo: hiv ad At its last meetings the Advisory Committee considered prelicinary 
discussicns of the problecs of dissemination of scientific infcrnatéen. 


Dr. A. Thompson, Chief of Technical ipforaation Branch Atomic “nergy 
oe tates to Aowen 2 Mptrty 2h. 10(4)2 
' sion, is available for discussion of this is prbvlecn, =) , 


— Lb GF P| 


6.  Pregrars in the Division of "Sclogy and luedicine recéntly ple Py, 


td tag er 
aprroved by. the Atomic Energy Comissicn: eet ae Y- on™ 


(a) Fellewship Progran + Sahl —— /o +) 
(b) Cancer. Research Posgran — Chea 
| 7. Tho "se of Radioactive “aterials fcr ilitary Purposes: 
The Atomic Enero; Corsission has recently been inforced of a 
projected program as a collebcration between the Yivision of Uilitary 
Application amt the Division of Bislogy ani Wedicine, This progran 


has recently been considered am discussed by the General Advisory 


Comittee. It is desired that the Acvisory Comittee for Bislog> 
and Medicine consider this program amd submit-such remarks o> 


recomendations as are pertinent. , h7~ 
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(6—a) Marice BSicloetcal Laboratory = Dr. Charles Packar:: 

A gosact of $4,300 has just been made to the Macice Biological Laboratacy 
by the Comittee on Growth of the National Research Couccit to equip a racicactirizy 
laboratory ami to pay for the services of a technician Coming “he coming sumer. 

A two-nonths course om radicactive isctcpes will be given this summer con 
sistizg of lectures and demonstrations ef interest particularly *o Siclogists. 

It seems desirable to provide some fonis for summer fellowships to ecable 
qualified yourg men and women to do some work in radiobiclogy under proper supex- 


visicn, the prizasy objective being the experience and inverest.they would ane 


ated 
this new field. i | oe ae = “ 


rt 3 ~* oe that the stipend for each fellowshtp be: 45007 ard etean 


; i ~ ig 
weitere Sorit—senatonzcsente be made eradlsiie to poy Ser lstewabeny qpasty oy, 
upplies, etc. when necessary. hee 


The omber of fellowships should not exceed six, amcurting to $1,500. 
An additicnal sux of $800, showld be provided for transportation charges for 
isctopes and umistal expenses in comnection with the course an isctopes. 
It is desirable that = tive isotopes in reasonable asounts be supplied 
to the fellows See of charge for the work at the HM. 3B. L. 
Ths research problezs to be undertaken by the fellows would involve: 
A. Study of biclogical effects of radiatic 
B. Study of biclogical phenomena by means of radioisctopes 
Fellows would be appointed by the Director of the M. B. L. (Dr. Packard) 
amd the mecbers of the Comittee on Isotopes of M. B. L. 
BSCOLSDATION: It is recommended that the Advisory Comittee for Biclogy ani 
Medicine approve the granting of funds to the Marine Biolog-sal 
Laboratory up to $5,300. for sumer fellowships in Radiobiology 
amt incidertal expenses, for the sumer of 1913. 


C.4e 
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8. Other Business: 

(a) Letter from Dr. Cecil Watson 

(bo) Lotter fren Dr. Robert Stsne 

(c) Industrial Health me Safety Repert 

(4) The Commissicners are anxicus to ceet with the mexbers 
of the Avisory Committce fcr Birlegy and sedicine tc discuss 
certain phases cf the program. If it is pessible such a pericd 
Will be arranged on February lL, 1918. 


road tee 
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February 18, 1948 


Dr. Joseph Stokes, Jr. 
Children's Hospital 

18th and Bainbridge Streets 
Philadelphia 46, Pennsylvania 


Dear Joe: 


This is in reply to your hand written request for a comment fron 
me ro your letter to Dr. iscleod dated 11 February on the subject of 
funds for the reimbursement for volunteer prisoners who may be suf- 
ficiently disabled as a result of their acquiring experimental hepatitis 
to prevent their full return to gainful occupation. This is an adninistra- 
tive question and if it were to be done, I presuwee that the amount of 
money to be set aside would have to be at least $50,000. The problem I 
presume is whether the Board would recommend that such money be held in 
reserve for such an emergency. 


As to the second question relating to studies on humans which as you 
say raises a point of “ethics”, I agree with your principles but believe 
the timing is not as opportune as it should be. Namely, that at this stage 
in the world situation one should proceed cautiously, until standards are 
set up by what ovor body is in “authority”. I am not sure just what the 
rulus are but I understand that Dr. Ivy at the University of Illinois has 
been on some type of vigilance committee which has laid down certain princi- 
ples about volunteers in order to protect this country from the critisms 
brought up in Germany during the Nurnberg trials. The Russians in Japan 
have also accused U.S. scientista of experimenting on humans. During the 
war we more or less sade our own policies on this, but I ax not sure that 
that is possible today and if there are to be official policies, I believe. 
we have to know them before any official statements could be made. 


Yours sincerely, 


Jon? Paul, M.D. 


Director 


JRP: fd 
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UNITED STATES 
ATOMIC ENERGY COMMISSION 


In Reply Refer fo: 709648 


IE sS4L 


Oak Ridce, Tennessee 
July ly, 1949 


Dr. Hymer L. Friedell 

Dr. G. Paille 

Dr. Joseph G. Hamilton 
cor. A. AR. Holland 


Subject: REVISED TONTATIV. WIWUTLS OF MARCE 13, 1949 MZETIKG OF 
SUSCOLNITTEE O8 BUEAAR APPLICATIONS CF CQUITTEE GN 
ISOTOPE DISTRISUTION CP U. S. ATOXIC ENERGY COMNISSION, 
AEC BUILDING, RASHINGTOY, D. C. 


Gentlenex: 


Enclosed is a copy of revised craft of the Tentetive Minutes of 
Verch 15, 1949 Meeting of Subcommittee on Burcar Aprlications of 
Committee on Isotope Distribution of U. S. Atoric Energy Commission, 
AFC Building, Washington, D. C. This revision is cased upon 

written comments received from Dr. Joseph G. Hamilton, Dr. G. Failla, 
Qnd upon oral camments received from Dr. Eymer |. Priedsll. So 
comments on the Tentative Kinutes suomitted April 29, 1948, were 
received from Dr. A. H. Bolland. 


You are requested to submit a letter of approval of this revised 
draft as quickly as possitle so that the Isotopes Division can: 


l. Prepare the circulars described in letter of April 26, 
1949, from S. Allan Leugh to the members of the Sudcomnittee. 


2. Send a letter to the Atomic Energy Commission recommending: 


a. acceptance of Dr. Zamiltan's resignation and the appoirt- 
ment of Dr. DerHarold Copp as his successor. 


be. Appointment of a chairman of the Suocommittee on Human 
Applications co seive from July l, 1949, to July 1, 196. 


Very truly yours, 


aassegeerant 0 neaninen” aT L  . 


i ; ’ Rewee $ Vis. oo ere . 
Uy tics o aad! 5 _ | 
S. Allan Lou 


Enel.: Radicisotope 
Minutes Isotopes Division 


— Gak Ridge Operations 
REPOSITORY VARA City. io dashes 
cousction AG 326 - GIA /096 OR- 


ni BEST COPY AVAILABLE 


‘eA Pee ae Conf isk 
G R2e linge 7 Cemnlavarasme = Sem Cig ticalur- 
115 


LLLO002 


Subdcammittee Members 
April 25, 1949 


This circular may be issued as a revision of Isotopes Division 
Circular E-35, a copy of which is enclosed. 


A third circular will emtrace the following iters in the minutes: 


IlI.A. Policy regarding field and industrial uses of lonc- 
lived redicisotopes. 


I1I.D. Policy on level of activity that micht be permitted 
in products and items sold to the public. 


l. Emitters of beta particles. 
2. Gamma exitters. 
We shall welcome your comments on the tentative sinites. 


Very truly yours, 


S. Allan Lough, Chief 
Radioisotopes Erasch 
isotopes Division 

Oak Ridge Operations 


Bacls.s 
le. Cir. E-SS 
2. kinutes 
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REVISED 
TESTATIVE “INUTES OF KARCH 1S, 1949, MELTING OF 


SUA: Cl’ ITTEZ 0: HUAN APPLICATION OF 


COMYITSEE ON ISOTCPE DISTRI-UTION OF 


U. 3S. ATIEIC FMERGY COMMISSION 


AKC “UILDINC, KASFIYGTOR, Ue C. 


The Su. committee on Humar Applications of the Atomic Energy Commission 
Committee on Isotope Districution convened at $:50 a.m., March 15, 1949, 

in Roem 215 of the Atomic Lnergy Commission Building, Washington, D. C. 
Those present were Drs. Eymer L. Friedell, Chairman, G. Faille, and 

A. E. Bolland. Dr. Josepa G. Hamilton was absent. Drs. Nathan A. Woodruff 


and S. Allan Lough were sresent as representatives of the Isotopes Division. 


The Sudcecmmittee established the following agenda: 


1. Review of the minutes of the last meeting, March 22, -23, 1948. 


Il. DUistributior of isotopes for cancer research. 


III. Diseussion sf specific items pointed out bv Dr. :codruff 


in his letter of Fetrzary :, 194%. 


A. Policy regardizg field and industrial uses of long- 
lived materials. 
B. eview :? policy relative to allocations on supplementary 
regue sts. 
l. Cases in which the quantities requested have beer 
materially increased for she same purpose. 
2. Cases in which the origizai allocation does not 


cor?’:rm with the latest revised pelicies. 
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C. Review of aczion taken on aprlication for buman 
use of radicires acd formilaticn of a policy fer future 
guidasce. 

D. Diseussion of policy on lewel of activity that mi-ht 
be permitted in products snd items sold to the prtlic. 

Be Clarification of policy on hospitalization and super- 
vision of patients receiving radicisctopes throurh Atomic 
knergy Commiesion facilities. Attention was focused on this 
item cy « statexent occurring in "Kxperienece with Radioactive 
leodine in the Treateent of Pypertrsrcidia=" ‘Sy Oeorge Crile, 


Be. Perry NeCullagh and Ctto Glasser in Cleweland Clinic 


Quarterly 16: 1-7, 1545. The statezent reed: 


"S. Neither hospitalisation nor supervision of the 
patient ‘s required and the cost of treatment 
is less than thet of thyroidectory or prolonged - 
mec:cal treatrent.” 

FP. Use of radicisotcpes in pregnancy and ir normal 
ehildren. 


Iv. MNeview cf Yiclation of “Acceptance Terns". 


Ve kevicw of specific applic: tions not yet acted upor ‘ty “ris 


Sucocazrmittee. 


VI. Revision of Porm AEC-313. 


VII. Development of sethod for rexlacenernt on some refuler 


Dasis of memoers of the Subcommittee on ‘:usan Asclicetions. 


2000180 
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I. Review of the minutes of the last seecing, March 22, 25, 1548. 


A. Consideration of use of radicisotopes in tracer studies 
im normal adult humans. The followins remarks apply to beta and 
gamca emitters with a biclogical half-life of 20 days or less. 
These remarks are for general -uidance but the Subcommittee on 
Human Applications will examine each cese on its own merits. 

Applicants who desire to use radiocisctopes in normal adults 

should submit the results of animal experiments, or adequate references 
to the literature, concerning the following points. 

1. Metabolism and distribution of the radiematerial in the 
form administered. 

2. The tissue of highest corcentration and ths relative 
ecancentration therein. 

S. The relative concentrations in the tissue of interest 
and particularly radiocsersitive tissues such as the gonads 
and hematopoietic systenx. 

4. The diclogical half-life of the radioisotope in the tissue 
of highest concentration, the tissue of interest and the 
particularly radiosensitive tissues. 

All tracer studies in normal zumans must ie approved by 

the local Radiocisotapes Committee belcre consideration of the Appli- 
cation will be made by the Subcomi<<ee on Human Applications. 

The above statements apoly => both Atomic inergy Comaission 

and other installations. 

5. Applications for use of -adicisotopes in normal children 

will be given special serutiny by tre Sudcommittee on Humac Arsli- 


cations. 


2000181 


+0. BEST COPY AVAILABLE 


119 


Ce Review of Policy with regard to long-lived radioisotopes. 

l. In general, for isotopes with a ticlorical ‘half-life 
greater than 20 days, the dosare in the eritical tissues 
should te such eas to conforz to the limitations stated 
by the National Committee on Radiation Protection. In 
special casex, nowever, the Subcommittee on Human 
Applications may permit the use of radicisctopes in 
hirher dosares. 

2. The Subcommittee on Human Applicetions feels that each 
request for use of a long-lived rediocisotope in human 
subjects must be reviewed separately. 

S. In the minutes of the initial meeting of the Interim 
Advisory Committee on Isctope Distribution Policy, held 
June 28, 1946, at Cak idee, the following statement 
appears on pare ¥. 

"Carbon 14. The Upinion was generally expressed that, 
even tnous: the scarcity of C 14 is a paior factcr to be 
,considerec, the use of this meterial in « human being 
should moz vc sanctioned until its absorption and 
elimination properties is clearly demonstrated in 

animals. ‘The very long half-life of the xaterial 

makes caution desiracile." 

The Subec=arittee on Human Applicacions feels that, in 
view of recently accumulated in*ormation, it is prepared 
to consider applications for use of certain C 14 compounds 


in humars. Ic arriving at this conclusion, the followicz: 


papers were considered: 
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a. “The Pate of C 14 in the Tissues of Mice after 
Administration of C 14 Wethyl-Laceled Glycine” 
By George L. Bardi, Me. D., Radiation Laveratory 
and Division of Wedical Physice, University of 
California, serksley, California. January 6, 1949. 


b. Letter from John 5. Lawrence, Dormer Laboratory, 
University of California, Feoruary 1€, 1549, which 
accompanied Mardi's paper, listed as "a", above. 
co. “Report on Estimated Doses Delivered to 2rgans of 
Wan by C 14 in Kethyl-Labeled Glycine”. By Aillieam 
Siri. This report is based on Rardi's paper, listed 
as “a”, above. 
d. “Studies on the Easard Involwed in Use of Carbor 14. 
I. Retention of Carbon from Labeled Sodium 
Bicarbonate". TECHNICAL REPORT BO. 1 to Office 
of Maval Research (Biophysics Branch, Medical 
Sciences Division) and Atomic Snergy Commissioz, 
Division of biology and Medicine. Contract 
WTomr-385, Task Order II, BR 171642. By Southern 
Researoh Institute, Birmingham, Alabazs, March 
26, 1949. ‘ 487-121-TI. 
4. The Subcommittee asked that the Isotopes Division send to 
the members a complete re-statement of Allocation Ho. 2283 
of tritium to Dr. John Lawrence. This statexent will be 
prepared and sent out under separete cover. (Dispatched 
to the Subcommittee on Human Applications on karch 25, 194%.) 
De. It is recognized that there may ce instances in which the disease from 
whieh @ patient is suffering permits the administration of larger doses for 
imvestigative purposes. Appliceticns for such uses cf racioisotozes will 
be given special consideration by she Subcommittee providizg:. 
l. Full responsidility for senduct of the work ‘s assuned by 
@ special committee of at leest three sompetent physicians 
in the institution iz which the work is to be dome. This 


will not necessarily Se the local Radcioisotsse Comittee. 
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2. The subject has given his consent tc the procedure. 
3. There is no reasonable likelihood of producing manifest 
injury by the radiocisotepe to ce exployed. 


Il. Distribution of isotoves for cancer research. 


A. Cancer research is interpreted to include <ne following: 

l. Imvestigetion of the basic aspects of scrmal and 

abncrmal cellular growth. 

2. The development and evaluation of therapeutic and 

diagnostic procedures for cancer and allied diseases. 
5. The Sudcomeittee on Human Applications expresses confidence 
in the way the Isotopes Division is handling the ailocation of 
Iodine 131, Phosphorus 32 and Sodium 24 for use iz diagnosis, therapy 
and research in cancer and allied diseases. 
C. Cobalt 60 needles. 

The use of Cobalt 60 needles is not consi¢ered research 
by the Subcommittee on Humar Applications unless the needles are 
of some unusual desig= or incorporate some urzeual feature. 

The National Cancer Institute bas standarcs for determiz- 
ing those to whom radium neecles might de len:. The isotopes 
Division was asked to ocotain these stasdards and to send them to 
the Subcommittee. The Subcommittee will ther ~scommend a way to 
control the distribution of Cobalt 6 seedless. 


Ill. Disoussion of specific ttems pointed cut by “r. Poodruff in 


his letter of Fecoruary 3, 1249. 


A. Policy regarding field and industrial uses of lore-lived 


materials. 
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The Subcomuittee's cpinion is that consideration of requests 
for field and industrial uses of radioisotopes is primarily one of 
safety control accountability. Illustrative situations werc reviewed 
as follows; 

l. Cobalt 60 in nails to be used in wooden survey stakes. 

(Request ¥o. 2380, U. S. Dept. of Interior, bureau of 
Reclamation, Great Palls, Montana. Also Request No. 2573, 
Tracerlab, inc.). In the use as proposed, the hazard was 
considered nil, but thie application was rejected because 
of inadequate long-ters sontrol of the activity. 

2. S$ 35 in the underground firing of coal mines. (Request Ho. 


"2895, cancelled). This proposal by the Southerr Research 


Institute was considered safe under the conditions outlined. 

S. Yttrium 90 in sizsulated plane crashes. (Request Ne. 2863). 
The Bational Advisory Committee on Aercnmautics' proposal te 
use Y 90 stearace in laceling gasoline in simulated plane 
crashes was considered acceptable, qrovidias the work would 
be dome in an area sufficiently renote from buman habitation. 
The proposal to conduct this work on the Cleveland Airport 
was disapproved. 

4. The use of Codalt 60 for standards (100 mo sach) to calibrate 
field instruments of the Armed Services was briefly discussed. 
The Subcammittee on Human Applications felt that the use of 


Cobalt 60 in amounts of the order of 100 me for standardization 


of inetriuments is reasozacle. If and when the Armed Services 
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make such requests, & way should be found to provide the 
standards but without relazation of safety rules. 
B. Review of pelicy relative tc allocations on supplementary requests 


for use in human sudjects. 
1. When greatly increased amounts tre requested for the same 
purpose, @s indicated on an earlier request, the decision 
as to whether the application can ce approved will 
be left to the Isotopes Division. Such applications 
should be justified by: 
&) A comersurate increase in patient load. 
b) Am expanded research program. 
c) Provision of adequate storage and handling facilities. 
@) Assurance that personnel protection and supervision 
are adequate for the larger amounts requested. 
2. If the supplementary application includes a grepecei ‘ 
which was formerly acceptable, but mow conflicts with 
revised policies, it will not be approved. The applicant 
will be askec to revise his application to maxe it conforz 
with current policies. Thic application will then be suomit<ed 


to the Subcommittee on Euman Applications for review and 


recommendation. 


C. Review of action taken on applications for human use of 


radioiron and formulstion cf a policy for future ruidance. 


Dr. Bolland was requested tc work up data om the distribution 
of iron in the orrariem a=d to send a statement on this matter to the | 


memsers of the Sudcc=mittee on Human Applications for their use ir 
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making celeulations. The Subccumittee would then formulate «@ policy 
with regerd to allecetion of iron for human use. 
D. Discussion of policy on level of activity that mirht be 
permitted in products anc items sold to the public. 
1. Bmitters of beta particles. | 
Proposals to incorporate ceta emitting radioisotopes 
in products offered for sale can be approved if (1) 
the activity is in inscluble form and incorporated 
permanently in inert material, and (2) the product 
produces no more radiction than 0.3 rep/wk at the 
surface. Dr. Holland Suggested that a survey be made 
in the field to determine the actual background of 
radioactivity in industrial materials. 
2. Gems exitters. 
Products containing game emitters must meet the conditions 
outlined above for beta emitters. In addition, when 
products are stored in warehouses, monitoring _ ve 
done to show that the radiation level is in accord with 
the regulations stated in the handoook on Safe Handling 
of Radioisotopes issued by the Bational Committees on 
Radiation Protectioz. 
(See Section 1,(¢),(2), Dp. 5). 
E. Clarification of policy on hospitalization and supervisior 
of patients receiving radioisotopes through Atomic Bnergy Comission 


facilities. 
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Dr. Crile's statement in the article referred to was discussed. 
The Subcemmittee ot jected to the phrase “no supervision". It was 
felt that patien=s could ibnectethaite be treated with radicactive 
fedine without hospitalization but that it was an cverstatement to 


say that they did not require supervision. There was scas 0: jection 


to Dr. Crile's statement that the cost of treatzert with radiciodine 
is low. Dr. Friedeil felt that the present price is artificial and 
is lower than it should be, if sost of production were included. It 
was pointed out that the cost has beer established by cansidering 
the radiciodine as a byproduct of pile operation and that on this 
basis the price may not be out of line. Dr. Faille remarked that, 
after all, the price considered by Dr. Crile is the price now. 
F. Use of redioisctoves in pregnancy and in normal children. 
l. Pregnancy. 
The Subcommittee on Suman Applications feels that the 
use of radioactive zaterials in all normal pregnancies 
should be stroncly ciscouraced where no therapuetic 
benefit is to be derivec. 
2. Normal children. 
In general the use of radioisotopes in normal children 
should be discouraged, However, the Subcommittee will 
consider proposals for use in important researches, 
provided the problem cannot be studied properly by 
other methods and provided the radiation dcsace level in 


any tissue is low enough to be considered harmless. It 


eo Me 
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should be noted that in ceneral the amount of radicactive 
material per kilogram of body weight must be eualler in 
ehildrer than that required ‘cr similar studies in the 
adult. 


Iv. Review of viclation of “Acceptance Terms.” 


The Subcommittee reviewed the viclation of the “Acceptance Terms” 
ty Or. F. C. Hemriques of Tracerlac, Incorporated. Specifically, 
Dr. Eemriques used Iodine 151 on human subjects in studying the 
behavicr of Erim-ZKo Gel. After study of the situation, the Sud- 
committee recommended that a strong letter be sent to Tfracerlab, 
Incorporated. The letter should state that a recurrence of this 
type of violation will result in stopping shipments of radcicactive 
materials to Tracerlab, Incorporated, and « thorough review of the 
entire situation by the highest authority in the Atomic Lmerrsy 
Commission. Such a letter was sert to Trecerlab, Inc. on April ll, 1345. 
Attached to these minutes are (1) «& copy of letter date] April ll, 1943, 
frox Paul C. Aebersold to TMilliam £. 5arcour, Jr., (2) a copy of letter 
cated April 14, 1949, fram Filliam £. barsour, Jr., to Paul C. Aecersold, 
and (3) a conr of memoranduz dated April 14, 194s, from ftilliam &. baroour, 
Jr-, to selected members of the staff of Tracerlab, éne. 


VY. Review of specific applications not vet acted upon ty this 


Subcommittee. 


No. 2451 - Southwestern Medical Collere = Allen F. Reid, 


J. 8. Eowell, P S2 in applicators for treassent of basal cell 


carcinoma. This application had Seen aprrovec earlier on favorasle 
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-@ecision by three members of the Subcommittee, despite Dr. Friedell's 
objection. Dr. Friedell was concerned tecause of fear that P 352 
might be too widely disseminated if used on filter paper plagues. 

Bo. 2661 =< Southwestern Medical College - Allen F. ‘eid, 
Gladys J. Fashena, for use in blood volume study in children. Dosage 
proposed is from one-fourth to one microcurie Phosphorus S2 per kilo- 
gram. This application was approved on Fetruary 14, 1949, after the 
Isotopes Division had received unqualified approvals from Dr. Eamilton, 
Dr. Holland and Dr. Quimby. Wo response had bewn received oven Dr. Friedell. 
Im response to a letter from S. 4. Lough, dated January 26, 1945, 
to the members of the Subcommittee on Human Applications, Dr. Quimby 
sent the letter which is quoted, herewith: | 


"In Dr. Pailla's absence | am acting on the applications 
for isctope allotment. 


This morning your letter arrived concerning application 2661 
for the use of P $2 in blood volume studies. I had approved 
this application and sent it cack to you yesterday. The 
levels which they propose using, 1/4 to 1 sicrocurie of P 32 
per kilogram of human host, are considerably below the levels 
calculated by tarinelli, Quimby and Eine, as that which 

Will deliver .l1 r in the first 24 hours. This is 2.4 
microcuries per Kilogram. If in chilcren they keep to 

1/4 microcuries per kilogram they have an extra factor of 
safety of 10. . 


On this basis I still feel it reasonable tc approve the 

application. They should, however, understand that 

repeate are not to be done on the same patient until after 

& considerable interval of time — several sonths -— has 

elapsed." 

On the basis of the three unqualified approvals and the state- 
ments in Dr. Quimby's letter, the allocation was =ade. Despite 
this previous action anc the subaitted opiniorzs of three mencers 
of the Subcommittee, wesc Dr. Friedell opened tne issue again, 
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Dr. boliand and Dr. Pailla thoucht that this application should be 
durned down. It was sug-ested that Dr. Reid should be asked to 
state the importance cof mkinr “he study in children and that the 
dosage should be no larger than one-half microcurie per kilorraz. 
Finally, the Sudcomrittee, assem=led, decided tha: the Isotopes 
Division should make the allocatioz with the proviso that the 
Phosphorus S52 ehould act be used in children anc with the statesent 
that the Subcom ittee on Human Applications will reconsider this 
decision if the significance of makinr the study in children is 
éatad lished. Since allocation has already deen made, and in vier 
of the careful analysis of the proposal which was made by ‘Dr. Quimby, 
‘the Isotopes Division prefers to take no further action or this 
ease at this time. [Ther & recguest for a supplementary amount is 
received, the expressed desires of the Sucvcommittee will ce apolied 
to the eituation. 

No. 2778 = Ohio State University - Dr. korton, Codalt 6 
needles. Request for 5009 plus pieces of Cobalt 60 wire is considered 
excessive. The allocation should not be made on c free oasis oecause 
this ie not interpreted as cancer research. The application is to oe 
denied because so many pieces of active wire constitute too great a 
hasard. The lsotopes Division is to suggest to the applicant thet 
he resuimit an application for a muct. smaller mumber of Cobalt 60 wires. 


This application and the decision of the Subcanrittee are to ce called 


to the attention of Dr. Aebersold. Kc cammunication is to be made to 


Dr. %orton until Dr. Samilton's rating shect has seen returned. 


' 
“4 
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The proposal of Tfracerlab, Incorporated, to use Cobalt 60 in 
embalming fluids was disapproved on the tasis that there was not 
adequate provision for long-terz. control of the radioactivity involved. 


VI. Revision of Porm Ac’-S1S. 


The Suvcommittee urged that the epplication Form AEC-313 be 
revised so as to include spacer where the following information is 
specifically requested. 

l. Dosare, both tracer and therapeutic. 

2. The name of the compound administered. 

S$. Prequency of administration to the same patient. 

4. The training and experience in the field of radio- 

activity possessed by the user. 

&. An item to replace the one where the applicant is asked 
to check YES or BD) regarding pwlication. The new item 
should read, SMAY “F RFLEAS! GEKERAL INFORMATION REGARDIEG 
‘PROPOSED SSE? IF MOT, PLeacE EXPLAIN." 


Vili. Developmert of method for replacement on some rerular basis of 


members of the Sweormittee on Human Applications. 


It was decided that a Subcomrittee sember would have a tern 


of four years and that the terms would be staggered in such @ way 


that one member would retire from the Committee each yoer. The 


Subcommittee members present drew lots to deterzine the order of 
retirement from the Comittee. Dr. Holland drew the four-year 


term. Dr. Friedell drew the three-year term. Dr. Failla drow 
the two-year term. This left the one-year terz for Dr. Baszilton. 


On the assumption that this drawing had teen =ade one year acc 
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ADDENDUM 


Dr. Joseph G. Hamilton has proposed a slight modification of the 
rules governing approval of a request for @ radiocisctope to be 


“used in human mbdjects. 


On page 1l of the Tentative Minutes of Initial Meeting of the 
Committee on Isotope Distribution, U. &. Atomic Energy Commission, 
AEC Building, Washington, D. C., January 20, 1948, the following 
appeared ander the caption "Ie ACTION COMPLETED": 


"2. All requests for materials to be used in human 
subjects will be reviewed and rated by the four 
members of the Subcommittee on Euman Applications. 
Allocation of materials based upon the recommen- 
dation of the Subcormittee will be made in the 
following manner; 


a. If a request receives four approvals, the 
lsotopes Division will promptly allocate the 
requested material. 


b. If the request receives three approvais, the 
Isotopes Division will allocate the requested 
material unless the fourth vote is a definite 
"NO". In the latter case the request will be 
resubmitted for rating to the Subcommittee 
along with the wiews of the dissenting member 
and a review oy the Isotopes Division. If a 
request receives three approvals after the 
review, the Isotopes Division will allocate 
the material. 


ce. If & request receives two approvals, the 
Isotopes Division will attempt to resolve 
the difficulties causing the two dis- 
&>provals and resubmit the request, along 
with a summary of the modified situation, 
for a second rating. Wo allocatiens will 
be mide in such cases until approved by 
three members of the Subcommittee." 
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lishments. 707069 

At the request of Dr. Shields Warren, Director, Division of Biology and Medicines 
the Subcommittee on Human Application, Committee on Isotope Mstribution resnectfully 
suomits the following recommendation: 

1. Radioactive materials should be used in experiments involving human subjects 
when information obtained will have diagnostic value, therapeutic significance, or 
will contritute to knowledge on rediation protection. 

2. Redicactive materials may be used in normal human subjects provided 

a. The sudject has full knowledge of the act and has given his consent to 
the rrecedure, 

b. Animal studies have established the assimilation, distribution, selective 
localisation and excretion of the radicisotopve or derivative in question. 

3. Radioactive materials may be used in patients suffering from diseased con- 
ditions of such a nature that there is no reasonable probability of the radioactivity 
employed producing manifest injury provided: 


a. Animal studies have established the assimilation, distribution, selective 


localisation and excretion of the radioisotope, or derivative, in question. 
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%. Bre subject is of sound mind, has full knowledge of the act and has 
given his consent tc the procedure. 

¢. Fall deseristion of experizental vrocedures and cal clated estinates 
of radiation to be received by body structures and organs are submitted. 

4. Investigations are approved (1) by medical director or his equivalent at 
the installation responsible for the investigation, (2) by the Director, Division of 
Biclogy and Medicine, and (3) full written descrintions of experimental procedures 
and calculated estimates of radiation to be received by body structure and organs 
must be submitted. 

5. Radioisotopes and radiation doses are to be limited as follows: 

1. issue radiation dose at the site of greatest concentration shall<-not 


initially be greater than 0.1 per day. 


2. The effective net half-life which a combination of the biological and 


physical half-life of radiosctope and/or its derivative. shall not be greater than, 


2 days. 


3, Administered material limited to those emitting electrons and photons. 
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vear Ur. UncLlood: 


I have givun careful consideration in tho past few weeks to the matter 
Gs Usit, Volunteury ia ;omul institutions sor uxverimuntation, wits particular 
rurerence to hepatitis. Throu weeks ago 1 had « convorsation with Ur. burnguist, 
the atternvy Genoral of the Utato of Mimweota, witn respect to the possibility — 
of conmductins, exper laental worl. on volunteers in the Minnevote penitentiaries. 
ar. Buruguics was (avoreably inclined to thy ideu anu vptimistic about 
its Cousibility. iater I had « lengthy discussion witi/cverett Frasor (Law School) 
unc witht uw. Volu of the Vivision of Criminology of thw vepartaent of 
Sociole.~ in the University. I usiwd then specificully wiwther a waivor 
éliuiwa vy the voluutesers would mw lvgal at u intor cdutu, inuofuar as avoidance 
of responsibility ror dismbility or death was concerned. I asked this 
Question +t’) with reuepeet So @ waiver mide out to thw imisidual eszperiusnter 
Ss voll us to one assigned to the official ayency sponsoring the rosearch, 
thut .s to say, the .rww epidemiological Luard of the .ar vepartment. 
they dic no bvlieve that such o waiver would bu of much value, although 
the, Sstuteu that cu ier ao they knew thoru sus uo precedunt in lan to 
determine in acvence what might bappen in casw of a suit. They pointed 
out thu. « clovwsi avtormuy at vom lator cate mivht very well bo alle to 
overthrow suol « waiver ano cet = juipment agsinst an oxperimentor in 
case of uw uisability or even succeed in having his declared puilty o: 
homicide in case of a death. 


tr. Volo stuved that thwru aight bo sum rucorded lew vourin;; on thie 
wtols umtter tu tm state of ‘icscachusutts. le points out tat during 
the war voluntecr prisoners were used for the testin; “cf synthetic blood 
sorva", ami that one or more deaths in aridition to a nuacor of sevure 
illnesses rosulted. ile sugc-ests one might get all the iniormation about 
this from the Cummissioner of Correction of the iitate of Massachusetts, 
Statu House, Hoston. ir. Vold also informed me of an interesting point 
that may have no bering on the prosent mtter; namely, that the brains 
of criminals executed in New York state are removed by lew cr at least 
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vy stuto ;vrogativo, but thut tho body is not available for dissection 
unless it 13 unclaimed. While this is probably not cermane to the problez 
of using volunteers for vuxpurimentation, tir. Vold thought that it mignt 
be of intwerost to determine whether thoro is any written law concerning 
this cerogative and, if so, how it has been established. 


Therc is, of course, precedent for «he use of volunteers for oxperinentul 
purposes, as for example in Illinois and New Jorsey. According to «my legal 
friends, however, the responsibility for these experiments woulda devolve 
entirely upon the individual experimenter in case of a later suit or complaint. 
Tho mere fact that the warden or the state authorities give permission 
to the exverimonter to ask for volunteers in no way removes his responsibility, 
nor does it plece ueny of it on the state. This at least is the inoterpretation 
that Dean Fraser put upon the question, although he admitted that he mew 
of no law by which any real decision could be reached in advance. 


I have given considerable thought to the matter of whether it would 
be atvisaeble to appronch imiividuals or croups in Congress witt the idea 
of having lawn passec ruleting cither to payment of compensation for disability 
or release of tho sxperimonter from lisbility. I am afrnia thac this 
woul: be « very deagercus. course, an! that it might infact, Llajure clinical 
investigations generally. There is : very real possibility that unfavorable 
pul.licity woult quickly result. Lean Fraser and his collsages sere in 
thorough ecreenent on thie point. 


I havo ccncluded thon <het any human experimentation must be carried 
out in the ({uture en in thy pest, on the busin of the sole liability of 
tho individual experisenter. 


I showli bo clu to hear from you or from others to whom copies of 
this letter srw dvin,; sent «os to uny alternative approaches to the problen 
that the, rmy have in mind. I think it would be well if someone could 
look in the iimcsachusetts uxporionce as mentioned above. 

with kindout rugarde, 


Sincerely yours, 


C. Je Wateon, kK. D. 


Ci/vr 
» Col. F. Raver * Pe3es I do fool stroncly, however, that if the Amy 


vr. w. P. lMevons ——_ ond finances a specific resoarch involving 


vr. J. Neefe faman experinentation, with the intention of accepting 
Dr. J. Stokes and utilising any practical rosulte thorefrm, it 
vr. J. Paul should be willing to obligato itself to tho protectian 


of tho experinenter, at lonst to the extont of 
a spociul insurance policy for onch project 
of this type, covering disability or deathen, tnis 7 
moan one caonparable to a =mlprnctico policy, protecting 
the exporinenter aceinest later suit for componsation, 
Ovviously, no publicity should be civen to this.) 
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~@ have recently obtained epproval from the Isotopes 
Division for human use of P52 and have agreed to the 
condition that no more than 500 microcuries will be 
adsinistered to any one petient within a period of six 
months. Several questions heave come up which I rould 
like some help in answering if you have the information 


(1) Have you any advice as to the medical - 
legel aspects of experimentel procedures 
in the human involving the use of radio- 
active isotepes when they are being used 
simply for investigeticnal purposes and 
not for treatment of disease? I am speaking 
now of dosage levels, for example of FS2, 
100-200 microcuries. 


(2) Save any malpractice suits been institvted 
against individuals or institutions tho have 
used radioactive =eterial simply for irvesti- 
getion? Do you seve eny advice regerding 
insurence asainst such malpractice? If there 
heave Seen suits, whet has been the court 
rulire in such instences? 


tn 
ta 
~ 


‘Does your isotcpe group think it advisable 
to hsve the patiers.t sign permission fcrms 
for tne experimental use so that later medicel- 
legal action is obviated? 


I reelize I am asking for infor=sction in realms there 
prectices ere not standard or rell established but rill 
@>>reciate very such eny eid you can give us so that our 
pesiticn here is cleer and sound. 


ruly yours, 


7 


Everett Idris aoe PD 
Prefessor of Surgery 
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Asril 27, 1946 

Brerett Liris Evans 
Professer cf Surgery 
Medical College ef Vircinls 
1200 Fast Broad Street 
Richaond 19, Virginia 
Dear Or. Evans: 

Thank you for your recent letter requesting 
inforzstios regarding isotopes. In view of tha fact that 

the 
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Oak Ridge, Tennessee 


R May 14, 1942 


| ATUMIC Evecv.cy ¢, 
Dr. Bverett I. Evans MENG f —JAWAIS SiC, 


Professor of Surgery ” No. Acc_Udl 2 ( #- Rte @ 
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Medical College of Virginia 
1200 E. Broad Street 


Richeond 19, Virginia gb? Ortheige gy 
Dear Dr. Evans: 4th Pp atgnt 
Your letter of april & Dr. Bowers has been referred to me for 


ansver. 


The questions posed in your letter are certainly important ones, and 
I recognise the sericus disadvantages in proceeding with investigaticns 
without knowing your legal position. I regret to say, however, that we 
ean be of but wary little assistance. You appreciate the fact, I am sure, 
that the answers to these questicns would involve legal opinions on matters 
concerning the activities of the College and its relationships with other 
private parties, Under these circumstances we feel that it would not be 
te for us to furnish legal advice to either party of « private 
business relationship. About «ll I can say is that we have not heard of 
any malpractice suits being instituted in connection with the use of radio- 
isotopes for investigational purposes. Also, we understand that sost 
hospitals do require patients to sign general releases before entering for 
treataent. 


If we can be of assistance in regard to probleas concerning your investi- 
gations, please feel free to write as we are interested in helping when 
we can. 


Very truly yours, 


iK/~ ager 


Pa Hiestand: rs 
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“on pry £ DISTRIBUTION OF “ISOTOPES FOR” CANCER: RESBARCH 3915 4SEFEI ES 


Reference: Isotopes Division Catalogue and Price List No. 3, July 199, 


page 7, “Radioisotopes Free of Production Costs for Cancer Research." 


Cancer rescarch is interpreted to include the follcewing: 
1. Investigation of the basic asnects of normal and abnormal 
cellular grorth. 
2. The development and evaluation of therancutic and diamos*:i¢ 
srecsberee for cancer and allied diseascs. 
Considerable interest has been expressed concerning the use of Cobalt 60 
as a radiation source in the treatment of cancer. The use of Cobalt & 
needles is not considered research by the Subcommittee on Human agplice- 
tions unless the needles are of some unusual design, or incorporate some 
unusual festure. Similarly, if multiourie sources of Cobalt 6 are con- 
sidered as substitutes for other high energy gamma or X-ray sources for 
teletherapy wits, the proposed use would be looked upon as cancer re- 
search only if the techniques to be employed departed from those already 
established for the gamma or X-ray sources, or if a considerable program 


is to be undertaken with the mit on the biological effects of radiation. 
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te forénoe: ‘Tsotopes® ‘Division: ‘Catalogue and Price List wits July 1 » page? **: as 


30, “Allocation Policy for Radioisotopes for Use in ‘edicine. 


I. NORMAL ADULTS 


A. Seta and Garma Emitters with a Biological Ealf-Life of 20 Days or Less. 


Applicants who desires to use radioisotopes in normal adults should sub- 
mit a statement of the results of animal exverinents, or edequate 
reference to the literature, concerning the following points: 

l. ‘ietsbolism and distribution of the radiamaterial in the 
form adninistered. 

2. The tissue of highest concentration and the relative concen- 
tration therein. 

3- The relative concentrations in the tissue of interest and particu- 
lariy radiosensitive tissues such as the gonads and henatopoictic 
system. 

. The biological half-life of the radioisotope in the tissue of 
highest concentratian, the tissue of interest and the particularly 
radiosensitive tissues. 


B. Beta ani Gamma Emitters with a Biological Tialf-Life Greater than 20 Days. 


In general, for isotopes with a biological half-life greater than 20 

days, the dosaze in the critical tissues should be such as to conform 

to the limitations which will be set by the National Committee oa Radiatica 
Protection. In spcoial cases, however, the Subcormittee on Mumac Anpli- 


cations may permit the use of such radioisotopes in hicher dosages. 


In vier of recently acewnulated informtion, the Subcommittee on Hunan 
Applications is prepared to consider applications for use of certain Carbon 


-@-« 
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‘2@ reviewed separately Sy the Subcommittee on Human Aoplicaticrs. 


WORMAL CxILOREN 

In seneral the use of redioisotones in normal children is discourased. 
uorever, the Subcommittee on Auman Annlications will ec«nsider 2» snoss" 
for such use in imvortant researches, provided the problen cannot be 
studied properly by other methods and provided the radiation dosage 
level in anv tissuc is low enough to be. considered harmless. It snould 
de noted that in sencral the amount of radioactive material ner.kilosran 
of oxi, weight must be smaller in children than that required for 


Sinilar studies in the adult. 


HORAL PREGHANCY 
The Subconnittee on Hunan Applications feels that the use of radioactive 
materials in ail normal pregnancies should be strongly discouraged where 


no therapoutic benefit is to be derived. 


SPECIAL PATSOLOGICAL CONDITIONS 
It is recognized that therc may be instances in which the diseese from 
which a patient is suffering permits the administration, for investigative 
purseses, of doses larger than those recomended above for use in normal 
sudjects. Applications for such uses of radioisotones will ve siren 
special consideration by the Subcommittee on Zunan Applications, 
nrovidins-: 

l. Full responsibility for cenduct of the work is assumed dy a 


special committee of at least three ccmoetent shysicians in 
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Sec sing fi futon dnitehi oh: She ‘work, 235. ~%o ‘Readone <2, Bits. SETS Se 
not necessarily be ‘the local Radioisotope Corumittee. 
2. The subject has given his consent to the procedure. 


3. There is no reasonable likelihood of producing manifest injury 


by the radicisotove to be employed. 
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The primary problem involved in field and industrial uses of radioisotopes 
is that of safety controi and accoutability. If a radioisotope is to be 
used under cther than laboratory conditions, the plaz should provide for 
,ong-term control of the activity. The amount of activity invoived is an 
oun consideratien. So also is the type of radiation emitted by the 
redi Oisotone in question. The likelihood of exposure to radiation of 
persons who cculd have no ‘morledse of the presence of the radioacti-c 


material, or of its potential danser, must always be considered. 


FIELD USES 
An application for use of. a.radioisctope in a field study should usually 
be supported vv: 
1. A detailed outline of the experiment. 
2. Amap of the area, showing topography. 
3. A full description of -the distribution of the human population 
and the livestock population in and near the experimental aress. 
LL. A statement concerning the relationship of the experinental area 
to water-sheds from which danestic water supplies are collected. 
5. A description of the underground strata with reference to likeli- 
hood of movement of water and fixation of activity by mineral 


comronents. 


6. A statement recsarding the degree of control which can and wili be 


maintained over the exserimental area. 
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Tatustrial “Stplicattons oF radio Saree al. Into: “three-general | nae 
l. Cases in which the activity is mowted in a device used to control 
industrial processes. 
2. Cases io whish the activity is used in a process, tut does not ap- 
pear in any product sold to the public. 
Z. Gases in which the activity would be present in products sold to 
tne pudlic. — | 
In the first situation the factors to be considered are much the same as are 
vertinent to use of radioisotopes in laboratories. If the activity is well 
shielded, otherwise controlled, and under the supervision of trained workers, 


the use would be considered feasible. 


The third case raises the question as to the level of activity which migh* 
be permitted in products sold to the public. The situation is somewhat dif- 
ferent for beta emitters than for gamma emitters. 


& Beto ray emitters. 


Proposals to incorporate beta emitting radioisotopes in products 

offered for sale can be approved if (1) the radioactive substance 
is in inscluble form and incorporated permanently in inert mate- 

rial, and (2) the product produces no more radiation than 0.3 rep 
per week at the surface, 


t. Gemma ray emitters. 


Products containing gamma emitters must meet the conditions outlined 
above for beta emitters. In addition, when products ore stored in 


tarehouses, monitoring must be done to show that the radiation level 
- 6<- 
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FROM 


G Memorandum ¢ UNITED STATES GOVERNMENT 


Offic 


A. E. Holland, Jr., Direoter of Research DATE: October 5, 1949 


and Medicine 
Paul C. Aebersold, Chief, Isctcpes Divrisian 


: USE OF RADIOISOTOPES I¥ HUMAN SUBJECTS 


TR: 64L 
ann: 


Reference is made to cammmication of August li, 1949, sent to you by 

Dr. Shields Warren, Director, Division of Biclogy and Medicine, regard- 
ing allocation of radicisctcpes to be used in human subjects. It is 
noted that Dr. Warren instructed-that such allocations would be made by 
the Isotopes Division only after review and approval by the Subcommittee 
on Evmen Applications of the Committee on Isotope Distributicn. It should 
be expbssized that the instruction applies even though the radiomaterial 
is preduced in the laboratery where it is to be used. 


Since this procedure has not been miformly followed in the past, we are: 
writing to acquaint you with the appropriate deteils. Enmclosed is a copy 
of ow latest catalog. On pages 30 and Sl ere presexted the criteria 
governing the distribution of radioisotopes when these substances are to 
be used in humans. Enclosed also ere six copies of Isotopes Divisicn 
Circular D-4, which contains the same statement, and which may prove con 
veniext to you in the process of acquainting members of your staff with 
this procedure. 


Cbriously epplicants for radicisotepes to be used in human subjects will 
meed to submit more information than has been offered on prerious appli- 
cations submitted am Form AEC-658 For the comvenience of this office 
and of the Subcommittee on Eumen Applications, epplications should be 
submitted on Form AEC-S13S. Special attention should be given to the 
information asked for cm pages 30 and 31 of the Catelog and Price List 

Ho 3, July 1949. We shall assume, as in the past, that instrimectatin, 
both for measurement end for health physics purposes, is adequate at 
Commission laboratories. I* will not be necessary *o use Part 2 of Form 
AEC-S13. The Subcommittee has insisted that a physician be comnected 
with all projects in which human subjects are used, so as to insure that 
She clinical care cf the patients will be prerided fcr. I* should be em 
phasized that each application should be accomenied by a formal, written 
endorsement, signed by the Chairman of the local "Isotopes Committee," the 
recomended membership of which is outlined cn peges 30 and 31 cf the. 
catalog. Your special attenticn is called to the Subc Stee'’s insistence 
that a complete dosage schedule be submitted with the applicaticn. 


NARA Atlanta Archives IHTORES PeneRat | 


RG 326, 68A1096 
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TRRADIATION GF HUMAN SUDJECTS AS A MEDICAL EXPERIMENT 


Rebert Ss. Stone, ue. D. 
Profesecr of Radiolozy, University ef California School of Medicin 
San Francisco 


TIZ wcD 

lf the Air Force, with the holp of lepa, succeeds in gettin: « muclear 
powered alrernft, it is-wory unlikely that it will be possible to shicld tle 
crew in such a way that they will not receive larger than maximo: permissible 
enpeoure to satiation on Gsy one aiszien. If another wer dévelops and the 
Army is called upon to oceupy territory that has previcusly been bomied by a 
nuclear powered weapon, the troops will have to bo exposed » wie than 
usually pormiosible amounts of radintion; and ths exne can be said for tho 
Navy Lf the men because af necessity have to operate a shin that hse been 
contaminated. In all of these instances both those who have to direct the 
ferese asi the nen thenselves will want to kr-v wat the risks are ot variges 
levels of radiation exposure. It is extrenely important that those in comand 
cm talk intelligently and convincingly from experience gained on mman Leinn 

During and since the last war, millions of dollars hare been spent by the 
O.5.R.D., the Hanhatten Project and the Atacnic Inergy Corvaission to carry out 
experinonts with animals aimed at determining the effects of levels of irradiation, 
using eir;le, miltiple and chronic exposures. In general, the conclusion has 
been reached that, not only each spocies of animal differs from every other in 


thelr rospormes, but also varicus strains within a specie differ. The differerces 
can be found both when stadying lethal effects af large doses ani minimal effects 
of ell doses. Morecver, it has not been possible to get acreenent as to how 
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mace ‘a Ze 
rere Fr the results obtained on aninals to the results to be expected 


on tumans.e The Madiologists, through a camittee appointed by the Hadiclorgical 
Society af Morth Arerica, tried to reach some conclusions from their elin‘-sl 
experiences. with patients as to what changes nicht be expected from various 
levels of rediaticn. The euese given by the varicus doctors to questions 
asking for the amounts of radiation required to produce specific effects were 
so divergent that one camot use them with any feeling of confidence. Mille 
soce physicians are willing to sake -very positive arm! definite statarents, 
others with equal experience in thermpoutic radiology are willim to contra- 
diet the first group. All of which means that from previous experience ro 
uilfors conclusions can be dram. 

shen anyone attexpts to tell pocple that it is perfectly safe to do a 
particularly hazardous job, usinz as tim basis of their statement aninal | 
exe rinents, it does not have nearly as convincing an effect as the statement 
that previcusly husan beingr teve gone through similar experiences without 
deleterious effects. 


TIE IAZAROS 
®hen one speaks of doing experinests with rediation exposures using 

people, it is necessary to consider what type of exposures are conteplated. 
With the use of animals it is frequently customary to start experiments with 
exporures that will cause the death of the animal and from thet figure work 
down to the dose that will ciuse the minimm detectible changes. The pro- 
cedure coiild not be contemplated in the case of husan experinents. Bev ing, 
learned fron aniazals the qualitative effects that are to be looked for, one 
can start with minicom doses-wiich will be expected to cause no detectible 
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effect amd work frou: these to higher levels wheres minivan effects might bo 
detected. 

It must be admitted that any amount cf irradiation causes seme genctic 
effects, but within the ranyes that should be utilized from Inman exporinentation 
the mmbor of increased genetic charms mould be so small as to be undetoctible. 

wne effect of lrradiation miuich could be detected mben no other effects 
were discernible mwas the shortening of the life span. Horevor, ths can be 
detected at low levels only by statistics coverin; whole proups, not in a narticu- 
‘Ler individual case. It would therefore be scocenhat theoretical in the ranges 
that should be utilized in humm experiments. Changes in the pr ripheral blood 
would probably be the first chances to be noted within-the low rnunges of exposures 
of humans, but at the low ievels of exposure weuld Le sli:ht and transcient. 

1 embers of the Wepa Medical Advisory Comittee drawing on thoir orm and 
their follow scientists’ experisnces, felt that wit: deces below 159 r there 
would be so small a chance of producing any late effects that such ef{fccts as 
the production of leukemia could be entirely ruled cute 

A plan of attack could be to first expose sone people to 25 roontcsns of 
total body irradiation and obsorve thes for a poriod of tins. Such a level of | 
exposure is not too uncommon in the practice of radiology. It has been used 
in the treatment of patients with arthritis, yencralised cancer, polycythenta 
vera and loukenia. Lf and when it is fourd that a significant member of 
relatively normal pecgle exposed to 25 roentyens lave shown no significant 
changes then theo experinenhere Could to te double this dove, namely, 50 
roentcens. The next logical etep would be to give 50 roentcens and repeat it 
din a weekj if nothing happened at this level they could then proceed to expose 
normal pecple to 100 roentgens and probably to 150 rosntyens. RKeoosure of 
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wore sick. From this experismo with sick people it soem unlikely that any 
particular person would realise that any dexage had been dome to hiz by such 
exposures. 

To be able to tell @ prow of pilots that normal Inman beings had been 
voluntarily exposed without untoward effects to larger doses than they would 
receive while carrying out a particular mission, would be of inestimnble value. 
The extrexcely small hazard of undetectible genetic effect, undotoctible effect 
on the lifo span and possibly slight effect on the blood picture are tir ez 
tresoly small hazards that mast be weighed acainst the value of having actual 
expericnce with exposure of humans. 

PRECEULUTS 


The use of hmman beinvs in modical expcrinents is not now and tiie hosards 
smeared in ary particular experiments have often been much preater than those 
entuplatet hsree In fact ons might say that the mass voluntary expcerinent 
which the Arerican public is now carrying out with the antihistaminics is 
fraught with more uncertainty thah would be these proposed experiments with 

_ Fadiation. No one has as carefully studied animals taking mtihistaninics cver 
@ lorg prriod of tine as they hove studied animals receiving radiation. "ith- 
out going into ancient history one might point out that in 1798 Jermer used 
lesan beings to experiment with his vaccination against emalipox. The experi- 
mente of Nalter Reed with the ynllow fever is ancther evidence of the uses of 


Inman beings for medical experiments even when the possible result was desth. 
During the recent war, prisonors in federal and state prisons were used in 
Several different types cf medical experimmts, notably those imvolring the 
testing of drugs for the treatment of malaria ami those involving the use of 
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__ rere pines substitutes. The United States Public Health Service ™=s involved 


— 
id 


in exprriments conducted on prisozers intthe federal correcticnal institution 
at Scagsville, Texas. The Illinois state prison at Statesville was usod for 
malaria work in witch the armed forces were involred. In medical schools 
studonts frequently volunteer to try the effects of drugs on thenselves. 

It 1e thus obvious that the use of volunteers, whether obtained omen) 
snonz urisoners, sciontific circles or garry romps, is not unusual. 


TID, EIUICS °W WAN PAPER OM UTATS AR 


loctor Ivy opened hin discussion of "The Ilistory and Hthice of tho Use 
of liman Subjects in Ledical Experinants™ with the following pararraphi 
“Bthics means thinking sincerely about rules for human conduct. Experimentation 
is a highly intellectual form e£ tmman activity. Ience, it is aporgoriate for 
crperimontors to consider the ethics of their actiritios." (fcfonese, July 2, 
1948,-Fol. i0C, pare le) Ile goes on to chow that the mort imortant req:ire- 
moh in the ethical use of humm beings as subjects in medical expcrrinonts is 
that they be voluntcers and further le states that voluntoering exists when a 


person is able to say yes or no without fear of being punished or of being 
deprived of priveleges due him in tho ordinary course of events, and I sight 
add, without the "imcue pressure" of a promise of some great rerard otier than 
self satisfaction. 

Toe House af Delegates of the Amrican Medical Association laid down 
three roquirwments to be satisfied in connection with ethics. First, the 


voluntary consent of the person on whom tho experinent is to be prforneds 


second, tho dancer of _ experiment must previously be investigated by © 
arimal experimentation and third, tho experiment must be performed under Ww 
proper medical protection and management. A Camcittee zeppointed by Jovernor “ 
Drright li. Creen of Illinois, to concider the dliics covering the scrvice of 2 
prisoners as subjects in medical axperimits after pointing ont that medical 


eciontists, redical students, soldicrs, sailors and otler volun*tcors have on 
wera SB TON ROTI ANP RPAATE ATTA TENE. 
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a gucslons served as subjects in medical experinents desimed to Sdvan.s 
frazan wolfaro, enlargod on these ethical statements in the following =zy: 

"1. Consent of the human subject must be obtained. All subjects have 
been volunteers in the absence of coercion in any form. Before volunteering, 
the subjects have been informed of the hazards, if ary." 

"2. Tho experinent to be verformed must be bazed on the results of animal 
experimentation and on a knowledre of the natural history of the disease uncer 
study and -ust be so dosizned that the anticipated results will justify the 
performance of the experiment. The experiment mot be such an to yield results 
unprocurable by other methods of study which are mecessary for the foci of 
socicty.* 

"3. The experinent must be conducted (a) only b; scientifically qualified 
porséns and (b) so as to avoid all unnecesesury physical and nontal suffering and 
ntey and (c) only after the results of adequate animal experinentation have | 
eliminated any a pricri rpason to balieve that death or disabling injury will 
occur. If there is any a priori reasm that accidental death or disablireg 
injury may eccur, os in such experiments as thoes of Falter Reed in which the 
mosquito was demonstrated to transmit yellow fevor, then modical scientists 
should serve or should have served as volunteers along with nonscientific 
pervsormel." (Jourmal of the American Iiedical Association, Pebruary Li, 1945, 
Vol. 1%, #7, page 4570) ) 

In ths proposed experinents:s 

&) Ths subjects can be rolunteors and can be told of the hazards. 

b) The een experiments can be based on animal experiments. 

c) Ths anticipated resalts will justify the performance of the axperinents. 

d) The results carmot be procured by any othor method of study. 

e) The results are for the good of society as a xhole. 

[) There is no a priori reason from animal experizents and mman expert 
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—— to expect umecessary phyaical or mental suffering. 
PHECAUTIOIS 
Then the expaccinents are done thoy aut be conducted by scientifically 
qualified persons. 
Adaqunte anizal experinents and medical use of rndiations on sick people 
have already elininated any possibility that death or disabling injury <ill 
eccur as a result of the propoecd oxperiments. The use of pationts (sick people) 


has not given al of the answers desired because thoy were abnormal to terin 


with and often respond abnormally. 
MY USE PRISUIETS 


If ome wore to be satisfied with the results fros radiation exposure that 
eight occur within tin first few woos or nonths, ary grown ef yvolterrs would 
be useful, but dince om wants to know wit will occur years after an exposure 
it wil %& necessury to have a uToup such that ali o: thes cm be folLiorod for 
a long ti-e. Life prisonors are the one croup of peonle that are Lixelr to 
renain in aw ploce wieres they can be observed for a@ great mony jears. 

LACATIOI F ROICICVITAL AP TARATS 


To carzy out experituents of the type envisaged will reqiire tint tle 
conditions of exposure be as mearly similar to those of menbers of the armod 


forces as possibile, “To mect this condition roqures that the body as a whole 


be exposed rather than any part and that the exosure be with a penetrating 

type of radiation. Of course the best source of radiation would be an atonic 
. ple shielded in ome arva by the sane materials as might be used in an aircraft. 

This wuld be an extrencly difficult procedure and would tie up a ouclear porer 

plant for 2 considerable anount of tine. The conditions could be moderately 

simulated by using peostrating xrays from a 250 or more kilovolt x-ray 

machine or by using the gamma rays [rom a radiocobalt bub. Indthor event 

the source of the radiation would have to be ata considerable distance fron 
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ewe volunteerse This requires a relatively strong source, a relatively 


Same yeen end edoquste prowetion esvund te room. This would be a rather 
expensive installation and therefore could not be moved around the country to 
different locations. 4A larre prison with a large relatively fixed population 
would seem to bo the ideal place to establish such an installation. 

~~ to the requirenent for irradiation, it will be necessary to 
have cood clinical facilities and laboratories to carry out a meober of tests 
by a relatively stable group of investipators. 

Tho cmstancy of the population, tho ability to have contimity of ob- 
servation, and the economic use of equipment — all point to the conclusion 
that a prison provides the best location. 

OTITR C USIDGRATI AG 


It should be borne in mind that for the purpose of cstaining short tem 
results, other types of voluntcers than prisoners might be used end valuable 
information ebtainod. Patients with incurable cancer such as those haring 
multiple metastasos might voluntecr. In order that the results from experi~ 
monts using them could be of any valuo, only those should be used who could 
be expected to be free Sram constitutional symptacs from their cancer for 
Several months following their troatoonts. 

Certain scientists night be willing to volunteer for specific doses, 
“wat, here again the Likelihood of their being followed with any consistency of 
‘Rearration corer lon: periods of time is slight. They move around the country 
ra that tho sane clinical and laboratory groups could not follow then. 

Be. :, There are more rous pecple in the ceneral population who night volunteer 
Bale services, but hero again the possibility of consistent controlled ob- 
merration is the big handicap. 


“The use of individuals below 21 years of are ooue not be pormitted 
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~wrstr-my conditions because such individual camot tecally voluiteor, . = 
‘ below the menopause (unless they have incurable-cancer) probabl, a'w: iy at + 
used because of psychologicsl factors. 


CIRCLISIOS 


Yost people fear known hazards to life, but when they caw calentate o 
think they can calculate ths risk and when they understand or t. ny Uy miler-- 
stand the hacard, they are often willine to go alicad. 2 tho c'-er ~ *, “en 
Ure risk is not calcualble and tho damucer is not understood, jecsic ar. sore 
likely to be nontall: disturbed at exposing thersclves to such: erhitt MSe silo 
a great deal is know now about radiation hararids Qnceter as tnt: al. wit Core 
cerned, re know relatively little so far as the narmal healtin “s ins 16 
concerisd. ‘ic know that radistions can kill people [ran the ¢=:-.ri..nes at 
"dee alanes, Harasoki and Hireshina; but at do not mon the doto re) ° re ko ; 
kill. “e “now that doctors who huve received dally cxposures en 
normai anounts-imve ceveloped cancer of the skin or loukemia, ‘vit :.. «++ s0t 
know the doses that they received. With t-e increasing weal mn. . 1373 
for diagnostic purposes and af radioactive materials for invert); as: 
daignostic and thernpeutic purposes, wo are Likely to learn acrv in tie Cutarm 
about single and repeated exposures to radiation, but the dats will i. jmecurmin. 

The value of cne or two good controlled experizents on aw! beet powinkic: 
crer a poriod years would be of inestimble ralus to the advar ce... of 
knowledge o; radiation effects. The ability to say to armed trys 2-«l ele) ‘ian 
comrunities that you know fram experiments on humans what the e’frciu o1 bie 
radiations will be both in regards to short tormand long torm elon, 2:0 
thes to place their kionwledss of radiation dangers inthe sare cute; i; es Un 


knowledge of the harard of flying over eneny territory, would te uf imeatiratile 
value. , ~ 
° S01 5 & 
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MEJORANDUY FOR THE SECRETAHY OF DEFENSE 24 A2> Jos, 


Subji Necomondation that the Armed Services conduct exprrinents 
on human subjects to deternins effects cf radiaticn ex, osure 


Refs (a) Memorandum to Secretary of the Navy from Director of 
Medical Services of 3 April 1950 


l. The Panol on Atomic “mrfere of the hesearch and Development 
Board has agreed thot accurate experimental data on the diclo vical 
effects of morn levels of radiation exposure in husan subjects is 
ecsential for complete knowledge of the »roblens involved. 


2. It is believed that the procedures proposed by the Cheimnaan of 
the Subcomiuittee of the NEPA Medical Advisory Comsittee ara sound 
from a research point of view. It is further believed tnat the ore 
ponal to use long-term prisonorr, with the safeguarcs cf ex>osure 
levels and the insurance of an true volunteer status, mecsts the 
requirenents of accepted Anerican standards for the use of huzan 
subjects for research purposes. 


Che 
tak 4. D> sists 
—_ Si cer tory we tra “a 


Prepared byt Rear Admiral F. C, Greaves (MC) USH 

Assistant Chief of Bureau for Research & Medical 
Military Specialties, Builed 

Potomac Aunex, Bldg. 4, Pa. 34 

Ext. 5110 

18 Apr 1950 
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Rist>aL GRELVES: Well, Dr. Dunham hes Sven 2 very excerient ~ 
ms é : ~ gees 48 0 Soe “<2 
Kescrirtion of the experimental work and studis dey being cerried 


‘ee * 


pn} in rany fields. Our problem in the Navy is of course similar to that 


everyone else. Our personnel will be liable to injury and liable to 
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bacome cesuelties the same as anyone else, so we ere interested in all 
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ose explorations in the field of hermorrhage and infection and the 
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other things in prevention. In addition to that we do heve some problems 


that are peculiar to the Nevel services 


For example, teing a sea-going outfit, we ere particularly 


Colicetion “7 4 ler (Mladteine 


RG 
Box, 


terested in material damage to the vessels and to contamination that 


night follow the type of explosion that would occur under conditions 
at sea. This subject hes been studied and is being studied out at the 
research laboratories at Hunter Point, and they have discovered sone 


irteresting things. 
For example, they have found that contamination is reduced very 


merkecly if the surfaces are wet at the time the ccntamination occurs, 


"| If the contzzination occurs on a wet surface the decontamination can 
/ TA be effected to an extent of sbout 98 percent. If the contamination 
,% occurs at a tine while the surfaces are being wet, they ere being 
: ‘ flooced with sea water for exexple, it can be reduced to 99 per cent. 
| if they can work out some system of getting an alarm to start a 
y : | flooding the weather cecks of the ship and then cut off the flooding 
~ so that they won't be flooding contaninated water fromover the side, and 


: get out of that area where there is an enount of good pure water, they 


\) 


penne ef Sant aproblem which is very a sate 
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Ancther thing that we are interested in is so-ething that has 
not been mentioned here, or I missed it if it wes, end that isthe 
effects upon personnel in a sadzarine, for exacple, if we succeed in 
powering such a subzarine with an atomic engine. 

We know that personnel that are subjected to radiation, dcses of 
radiation, if they ere put at rest, their chances for recovery are 
pretty good in many cases, but that condition does not prevail in a 
submarine. They must keep on the job, and there is am elezent of work 
end fatigue and all of that sort of thing which we all know increases 
the effect of radiation. 

That is eproblem that is more ed more coming to be thought of by 
our prople that are interested in this. 

Of course, we are also interested in a way if it is possible, to 
protect indivicuals against the effects of radiation prior to their 
being exposed to radiation. Dr. Sruger out in Berkeley and the people 
across the Bay at Hunter's Point are working on experiments and projects 
on that line, 

I have brought with me ‘wo people who know more about our radiation 
problems and perhaps they might have something to say, 

CAPTAIN BEHFEDS: I have nothing much more to edd, We are 
naturally interested in the contamination and deconterination becasue 
of the increased susceptibility to the effects of an under-water burst 
and as 4cmiral Greaves pointed out that problem is of considerable 
concern, and also the problexs that might be associatéd with nuclear 
reactors, That brings in the whole matter of calcrilated risk which 
21) of the services are interssted in, and it is not only the services 


.but probably the civilians as well, 
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Trere is no way of telling, in certain locelities, at my reie, 
whether cr not there might not be an under-water burst. In cost plzces 
it is quite obvious that such a use of an atomic bond would not Se 
profitable, but here and there it might be, and of course there cicgt be 
a ground level burst. 

The net outcome of that would be that you might be faced with the 
necessity of sending sescue parties or salvage parties into contaminated 
areas either for purposes of rescue or egein for purposes of following 
up in the military venture. So the problem of calculated risk cozes 
in, and that is of course an area in wnich we wuld like nore informa ion. 
We have plenty of information about patients but we don't have too much 
inforzation as to what the effectiveness of we rsonnel are going to be if 
they are exposed to something like in the neighborhood of 100 KH, because 
it 1s a different proposition when they are working tnan if they ere 
patients, and can lie down and rest md get good medical attention 
between the times when they get the treatment, 

They are interested in seeing how effective they will be and how 
much their morale night suffer od how the remote effects might be 
effected by the amount of work and effort and exposure to various 


aspects of the environment. That orginarily doesn't ceuse us too mch 


concern, that is exposure to heat and exposure to cold end fatigue. 


We usually don't think too much of that, but when it is added to 


rediation, it could make quite a difference. For instance, we have 
lost several sets of expericental animals in which they were studying 
the LD-SO because the truck broke down and they were exposed to hot 


weatner for a few hours and then the whole outfit died instead of as 


scne reduced percentage of then, 
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So thet is the type of rroblem I think we are all interested in, 


both civilien end rilitery. That is adout all that I heve to add to 


the ciscussion,. 


CAPTAIN RAIGHT: I think tne only thang that + could add that 


might have sore value would be a questiond’ anoxia, It hes already 
been proved definitely that extrene ancxia has aprotective effect, and 
the aviators are particularly interested in that. They would like to 
run that from extreme anoxia to partial anoxia, and see if partial 
anoxia would give sonze protective effect because the condition of the 
atmosphere in 2 closed cabin plan can be quite carefully controlled, 
It would be theoretically possible if a modern anoxia wes helpful to 
produce that effect within the plane. 

DR. WAFREN: Fave you in mind the figures of Dr. Dowdy's experinents, 
Dr. Dunhar? 

DR. DUMHAK: His was something like 90 per cent or 95 percent 
nitrogen and 5 per cent carbondioxide, and it wes practically total 


anoxia, and the Argonne lietional Laboratory has followed on with some 


sneller organiszs in the same type of work, and I don't believe ew 
have found appreciable effects unless they go tack practically to tne 
wyole linit,. 

I wouldn't perhaps want to go on record with that statenent, but 
I think that is whet they have pretty well decided, It has got to bes 
really gross anoxia. 

DA. weRREs I wuld like to ask General Pcwrell shat he wuld regard 
as tne pretty critical level as far as oxygen is concerned, md ‘here 
would he start to worry about the aility of the pilots to properly carry 
out their job or the bocbardiers to do their work performing it properly. 
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GINT2AL PustuL: Tell, 10,090 feet is the general level at wich 
we require thet to take oxygen because of the effect ca night vision. 

DR. WhEN; So that any significant amount of anoxia as a teas 
of rediation protection at least, you wovjd be afraid of that from the 
operational standpo<nt? 

GIVERALPOXELL: That is right. 

CarIADI KAIGHTs I have nothing further. Thank you. 

GENERAL COONBYs General Bliss was wiable to attend this afternoon 
and he sqod his regrets, Ididn't know until fifteen minutes ago that 
Iwas to substitute for hin, 

The Army is doing very little work on ionizing radiation because 
they feel that the field has been so well covered, They are very much 
interested in the thermal burn problem and they «re carrying on extensive 
studies along this line, 

I attended a symposium lest week at NRC on this proble= and I was 
tresendously icpressed with the amount of work that is being done, end 
the enount of information that has been accumulated but I was more 
impressed with the couplexity of the problem and the care of therzal 
burns, and Icertainly ez convinced in my own mind that there just is 
no sizple treatment for the proble: of thernal Suns, 

I thought the one good cheerful note in the whole thing was the 
use of blood sutstitutes. Te had a man from Sweden and one from Scotlend 
and several froz England and apparently they are using dextran, ani it 
looks, I would say, quite promising along these lines, 

I think the one big problem that we have ond the one becoming more 
acute and the one which I feel we do not have the answer for, is the 


reaction of the soldier to ionizing raciation. I believe it is becoming 
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more acute beca:se I think that the use of the weapon as a tactical 
weapon has now gore beyond the reals of possibility and into the reais 
of =x otability. 

iow, we have lots of experimental work on anicals and we have lots 


of cases of whole body radiation treatments, but all of them in patients 


and we have no controls and we don't have anything thet we ca put our 


finger OMe 
A few years ago I asked the radiological society of North Azverica 


to give me the answer in this problem: How such ionizing radiation can 
a healthy soldier take and still perform his duties? They wrote letters 
go every radiologist in the country and received six replies as to 
patients who had received whole body reiiation. Lost of this work was 
unsatisfactory because the data was very poor, I don't believe we can 
go too much on our Hiroshima and Nagasaki studies because there se so 


many complicating factors. 
Dr. Edward Everett brough out an interestirg point in his therzal 


work with dogs, and fo'md out that aslittle 100 2 to a dog with 20 or 30 
per cent body thermalburn is very, very inporten., ad so I think the cata 
from Eiroshima and Nagasaki is colored, There were thermal injuries in 
poor states of nutrition. 

ow, at every conference I attend of the military, I a asked by 
the line officer how much radiation can a fAn take? I tell his shat I 
thick, and they they ask me where I get it, and that is where I fall don. 
I tell them that I think men can take 100 BR, 

Well, az a result of this conference in San Francisco, we found tha 
one question that was asked was how much ionising radiation, an ecute dose, 
will be required to put m@ individual out of work in so far as the «xy is 
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concerued. Tne aniswers varied from 800 R to 25R, and 590 2 by 


Texple-en and Cooney, end 25 8 by Dr. Fortzan, a very outsimcing 


racdiolozist. 

kt our meetings we will heve one doctor in the service get up 
and say thet you can take 100 2, and mother doctor in the service get 
up and say, "I know that 25 R will cake patients sick." 

So we are very much in a quandFy and we heve a responsibility thd 
is trezendous, If this weapon is used tactically on a corps or on a 
division, and if we heve, say, 5,000 troops who have received 100 8 radie- 
tion, the Commander is going to want to know from ne, "Is it all right 
for me to reassemble these nen md teke them into combat?* I don't know 
the answer to that question. 

Wow, I can't see that we can statistically prove it, amd I don't 
believe we can take enough of normal well patients and give them whole 
body radiation so that we will prove anything to the stetisticians, but 
I do feel that if we had 200 patients that we could say, "We have piven 
these people 25 R, or 50 R, or 100 R, or 150 2," I would be willing to 
stop there and say you did or did not affect then. 

I think psychologically it would make a lot of difference to the 
soldier if we were a>le to tell hi that, that this is a little different 
than my weapon we have used before, and they realize the machine gun 


and the other type of thing, but they don't realize that this is, and if 
we cen essure them that we have smothing provty good to put our finger 
on, I ccn't oelieve that otherwise we are living up to our responsibility, 
Personally I see no difference in sudjecting men to this than I do 
te any other type of expericentetion that has ever been carried on. 
Walter Reed killed some people. it was certeinly the end result that as 
very wnderful, Shall we weit wntil we find out end force people and force 
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thousinas of yound =en pert.eps and 12352 lose the bettle as a result 
of not tmowinr, anc so on? 


“wa force people to crawl through the infiltration plmis fora 
purpos2?, and in doing so cany of then are killed and we had some killed 
just lest week. I think thet we heave avery definite purpose in mind 
here, and I personally feel it is our respcnsibility end we should xeke 
aneffort towy to answer the proolem. 

I feel that we can get volunteers both officer md enlisted to take 
up to as much es 100 R and 150 R, whole body radiction, 

DR. GREGG: Thank you, General Cooney. I think thet I'm right in 
understending that when you say that the effect on troops, you mean the 
relatively quick, within 2 hours effect, or co you ream the whole spectrum? 

GEX=RAL COONEY: The problem that 1 cited is that we have a large 
concentration of troops, end wre have m overhead burst and «e have 10,000 


men whoh eve been subjected to, say, from 25 to 150 R, and the Comcander 


wants to know are these men going to be fit to go into cozmbat, end shell 
= leave them here, or shalll send them home. I don't have that ensver 
for him, 

DR. GAESG: Dr. Powell, do you heave an;thing to add? 

Giiv=RAL POwEEL; I would like to say that was one of the mia things 
thet 1 cas interested in, that has been presented by General Cooney. That 
is whet we are all “icec with, the ensver thet the line perscnnel watt to 
know, end they )ave now of course enough kncwledge of this that they ere 
edle to telk ebout it, md it is the same story when they set the doctors 
together, cue hes one answer and one another. It is hard for then to 


enelyze how we can come up with such wide enswers, 
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How-.ver, I was not suite avere of the exact nature of this r2cting 
end rejde the extent of the things that we snould sheiwinterest in, end 
for fear that I micht pess over scozething that we definitely do heave 
interest in, es specific thoughts, I would like to just go over what I 
heave drefted up and I think the program has been well covered, end I 
den't see how any of us can afford to not te interested in every phese 
of it, beceuse we never know what particular phase we may ce ceught in. 

Of course, we all heve specific interests, but we may all be victirs 
of sone perticuler phase thet ix not pricarily wnat we are thinking adout. 
Ne savtetate are ewere of all of the fine work that is going on in the 
fundamental biophysics of flash burns. A recent symposium wesjust held 
here and certeinly it is evidence that you heve sufficient work certzinly 
going forth, and we hope that it will continue. 

There is en additicrial study in the fundamental mechanisms as to what 
procuces the tissue injury and the tissue response to the effect, end any 
other knowledge fundazcental to the problem of protection and treetment. 

Protective devices esainst thermal injury end radiation are izportent. 
That is the clothing, masks, gloves ad so forth for the protection of the 
incividuel end for further developrent of precipitators, filters and other 
itexcs of this type. 

& veluetion of prophylectic md therapeutic agents for ionizing’ 


recietion injuries by the study of huran petients—in other wrks an 


extension ofs tudies now Deing cerried out on patients receiving regular 
therapeutic rediation. 

we are interested in the effects of different combinations of blasts, 
thermal anc ionizing radietion injuries, with respect to prognosis, t hé 


immediate clinical picture, s egregation end selection of patients for 


Selective treatzent. 4 a 
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Tre evaluaticn of the rinicum effective r.-sures for the initial 


cere cf mazs atomic werfere casualties—this could be folle-ed by 
Givelopasnt of training caterial or self-help, oriinary first aid ad 
the velce of extraordinary first aid extended over a matier of Sours or 
even Cz}Se 

Individuals we feel must be prepered to do much nore and era 
longer period than our present concepts of first aid imply. The differeatial 
effects of local shielding as 2 protective ceasure against ionizing 
reciation is important. 

As to the personel decontazinetion precedure, simple and rapid 
improved methods ere needed, and elso needed is a better doctrize for 
the treatment of contaminated in-teke skin and conteminated wounds with 
sone determination as to whan this treatment is an emergency md when 
redieel treatzent should be considered. 

Tnere is the problem of the cisposal of decontaminating reterials 
which become contemirated, and the design of treatment facilities for 
the ccntemineted wounds, Theat is the problem that we think reeds further 
study. 

In the field of cevelopsental items, md facilities, there is 
contiruous simplification of field radiological facilities end r eduction 
in the nunber of replecenent parts, The ones thet we have now ere 
certainly very prone to get out of fix very readily, and certainly 
reguire enawiul lot of nshotenentes 

Lecentemination equipment: Airborne radiological and analytical 
le>oracxcry. This airborne laoraicry should be able to do accurate 
analysis of samples from the nose eniddesk tops, 


waver analysis for the identification of the radicactive caterial, 
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perticulerly 2iced ct chezicel precipitation of the radiceciive catter, 
end thet should be one of the functions of such 2 leboretory. 

Tnere are a few other items thet we think ere of merce alittie more 
urgent need or interest, and thet is the estization of the maccoum 
redicel load with the minimal essential treatcent. In other words, an 
estirztion of hospitel capabilities factors we feel are needed for the 
estimation of the maximum nedical load with miniral essential treatment 
that can be rendered to mass casualties of atomicwearfare ceatastrophy. 

This should be in terms of so many patients per day per so many 
hospital beds per so many hespitel staff. Further factors ray be 
necessary for the different combinations of the blest, thermal and 
radietion injuries, 

Eelisble human radiation dosege tolermces. That has beenwll 
co.ered. 

Cozponents and recommendations of the AEC on film badge dosineters. 
It must be reccgnized in the rilitery operation that they awe not as 
Sirple es desired, 

we have been particularly interested in the proposal, I believe, 
that is from the Poloroid Corcpany, and a new device that we certeinly have 
high ho-es for due to the simplification and being able toread it directly. 

Tne re-evaluation of the inhalation hazards for air crews in atomic 
warfere operations—although the hecard of the cloud hes been studied by 
the redical services, the confirmations of their finding we believe are 
inciceted. 

Tecnunical medical information: we believe that there is still need 
for crore technical manuels erd nore technical medical training films and 


slides end-other training aids, particularly for the medical personnels 
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I dolieve prcbadly scze of that is not serticula .y applicetle, 


seve2, dut I wes efraid thet I might lese out and I niznt forget sore 


3 
is ccvered. 

D2. GREE: That is helpful, thenk you. 

now, Dr. werren, have you got any coment to rexe on any of nese 
questions? 

of 

D2, WARREN; There ere severalfreal interest. I think perhepsone 
of the central ones is this cuestion of the calculeted risk or the 
teolerence of the human. There are anumder of problems that come up in 
relation to adetermination of this sort. Acmiral Greaves has called 
attention to the various problezs reised by fatigue, work and so in in 
the sece individual. That ig of course peralleled by some of the Rochester 
otservations on experimental anizals that are being worked in a tredmill, 
@s ezeinst those that heve an opportunity for a rest. 

I would like to go back to one of the remarks made this morning in 
reletion to sociology, that sociologists sonetizes forget that humans are 
pretty much like animals, in a good neny ways. We have an enormous azouat 
of eninel deta. That is animel data that we have been trying to eccumlaie 
and to tabulate over the years, There was the Army project at Hopkins 
that you will recall, General Cooney, that gathered some infornztion. 

There sas m “fort by the NEPA project to gather up known infornation, 
end there is the survey of the radiolosists that you mentioned and other 
tyres of things. 

we are engeged presently in em attorpt to get together all of the 
enical data for various types of radiation, and review it as carefully 


as possible, end wse wiere the general picture see=s tos. « vut. The-s 
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are two very icportent thinzs about it, the aninal work that we reve 


definitely beering on this probleme. One ig the fact that .ery fortunctely 
the racic-sensitivity of various species of animals tends to fall on 
either side of thet of man. Ne herve the extreordinarily sensitive guinea | 
pig on the one hand, and we heve the relatively insensitive rat on the 

other hand, In fact, if we want to go to the best of all, re heve the 
cockroaches that lived so nicely on the Jepanese vessels et B ikini. 

The problem of getting adequete nucders for stetistical significance 
is very great. I think General Cooney! comment in relation to the 
estimates of the rediologists is extreorcinarily pertinent in this regard 
because I don't suppose that there are half a dozen radiologists in the 
country that have seen an acute death from radiation, and yet every 
radiologist practically was ready tostick his neck out and estimate how 
mach it would take to kill. 

One of the reasons for the extraordinary complexity end confusion 
that exists is existing in this field because a good many radiclozists 
who have not earned a right to an opinion have nonetheless expressed that 
opinion very loudly ad very vociferiously. That has helped to confuse 
the issue very, very rceerially. 

We have learned enough from anixals and from the humans at Hiroshima 
end Negesaki to be quite certain that there are extraordinary variables 
in this picture, There are species variables, genetics variables within 
species, v@iations in condition of the iniiividual within that species, 

I think that it might be alcocst nore dengerous or more misleading 
to give an artificial eccuracy to en answer that is of necessity en 
enswer that spreacs over a broad range in light of these variebles—it 
might be worse to give 2 suedo accuracy thm to stete things in terms of 


a range. 
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LD-S0 for the huten 2s 00 R, there are certainly some i ivicuels that 
will die with es little zs 200 R, or possitly sore with 700 R. 

Now, there we have an enormous spread relatively spea:ing to <ne L>-59. 
Suppose that we heve the situation where a group is irrqdiated and they 
ere told that with 50 2 nobody will be sick end sone of them get sicke 
Confidence is gone just as badly es though they hed been told no informetion 
at all, 

I think that we have got to be careful that that we say isnot 
narrowed down overly excessively beceuse we have to talk end our know 
ledge of susceptibility of other types is such that we kmcw that there 
can be enormous variations in susceptibility to digitalis. Te have seen 
the probiems that heve come up with the sulfa drugs and so on, and 
redietion is no exception to that point. 

in order to get a satisfactory answer to this problem in hunens, 

I don't see how it is possible to have an answer thut means anything, 
over and above what we already have in our mimal data end oursattered 
huzan data, without going to tens of thousands of indivicuels, 

I have tried to get good stetistical help on this problem. Thet 
at ounce puts in the question of, "Is such a thing practicable?* If we : 
were considering things in the Erctéc Kremlin, undoubtedly it would be 
practicable, I dovot that is is practicable here, 

Lnother point that I think would be worth while calling to your 
attention, and I would like your judgment onthe question of how far ° 
would we be warranted in considering results of primates of significance 
in relation to the human problem, if we had a spectmm running throughcut 
the warm-blooded animals up to =m, together with a scattered clinical 
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heve im Tem orf th2 one hen d the otservetions in 


coservetion that we 
Japan on the other. 

How clcsely we covld rossidly coxs to the erswer is aproblem, I 
would not be quite honest in saying what I emsa@ ing if I were not to add 
that personelly I sm very much opposed to hutan expericentation wren it 
isn't for the good of the individual concerned end when there is eny 
other way of solving the problem, 

I think that Generel Cooney's citing of "alter Reed's experinents 
ere very cuch to the point. On the other uend, 1 think it needs to be 
remezbered that there ras no known host that could be used for such . 
experinents, and no way of carrying it out from the standpoint of the 
known becterial or virwle effects, There was no way of fulfilling the 
postulates because there was no other way or no other mimals then nen 
to be susceptible, 

Those are some of the things that + would like to toss out. 

DR. GREGG: That is very good. 

Go-S"AL COONEY; I agree that statistically we will prove nothing, 
but generals are hard people to deal with, and if I tell a general that 
"Your nen might get sick with 50 %," or "Tney might not get sick until they 
get 150 2," tnat is a very “unsatisfactory answer for him, aid he will not 
accept it. 

I don't think that we are interested in pusfhing this thing to the 
point of finding lethality but i do believe if we had 200 cases whereby 
we cpuld say that these xen did or did not get sick up to 150 R, it would 
certziniy be 2 ¢ereat help to ts, 


DR. nARnEl; I wonder if it would really kit be a help if it cane 


to the final analysis. I think that. there are two other things that need 
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to de thouzat of in relation to this. ‘ne is hc cccurate are sick 


measursrints zoing to be in the field, =xd, two, how important = the 
objectivss going to te? I can think in tercs of tizes wien even if 
everyooay on a ship wes s2e-sick, you would still have to keep that 
ship operating. 

ATSTURAL GRELVESs I amvery glad thet this question of hu-an 
experiztentation has cone up in the open so quickly and so frankly. I 
cert2inly eazree with everything thet you neve siad, Dr. warren, andl 
appreciate the idea of huztm expsrinent2tion within this country is 
certainly repugnant. 

This has come out before, as you know, and it cane up at the Na ional: 
Research and Development Board not so very long ago, and it wes threashed 
out there, ad it went just about like this discussion is going here. 

we don't like the idea and we have got alot of déta fron irradiation 
of patients for various diseases that they give radiation for, but the 
Qu2stion elxeys cozes back to this: Can we unite those results to mat 
cur problem is? 

~e have aproblem to enswer, the sane thing that Gereral Cooneyesays, 
ie are going to have it if we have this type of submarine that we are tal king 
about. The Air Force is going to heve it if we get that kind of stuff in 
their planes, that is thet type of power in their planes. That is that 
type of power, and just where and just what can we tell these reople as 
to wat is sate ant what is not safe, 

low, the Question that you brought up ebout the value of using 
pricetes—-sell, you mentioned on one sice of the human line ve have the 
guinea pigs, and the other side we have the rats. we don't mow, as far 


as I know we con't know that the results would be in that event. Isa, 
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rayse it would be. I think our position in thi -atter of hucan 


experimentation is the sase es everyoody else. ‘ie con't went to do it 
if we can get out of coing it, but if that is the only way we can zet 
the answer, that certainly is going to be nore econccical in ‘the long 
run to take a few chances now and perhaps not lose a Dattle or even 
worse than that, and not lose a *éar. 

D2. WARREN: I think thet there is a great ceal in that, essuting 
that there is the set of conseqiences that you propose, and also assuming 
that accurate answers can be obtained, I think a lot of this is a matter 
of presentation. 

For example, = am not at all sure that the data obtained from 200 
individuals radiated under known experimental conditions is going to de 
any more accurate than the data on 200,000 individuals that have deen 
irradiated under non-experinental conditions, 

We have a very tajor azount of information, complicated by various 
factors to be sure, Sut nonetheless with a very large nunbder of individuals 
involved, that help to compensate for sone of the variables that core into 
the picture. I would be inclined to take the viewthat we already have a 
consideradle azount of human data to provide us lend-zaris for orientation 


with regard to the huran,. 
By and large what we usually do in solving an unimown problem in a 


field such as this is to do 2 lot of experizentetion in animals, to build 
up our quantities, our knowledge there, and then get some cposs-checks to 


the huzan,. 


I have believed so far, at least, that it is feasible for us tc get 
these cross-checks with existing mowledge and by closing with more and 


more spscies of vertisrates in on this general picture of the hucez, 


pare 


* BESTCOPYAVAILABLE 


ee 


—~- 


I think thet if we had not been quite so honestay scientific fro=x he 
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start, and we hed said when the question wes raised by officers in the 
line, "Yes, we know definitely that you can take 25 R without anything 
happening,” I az quite sure that that is accurate probedly within a 
tenth of one percent, if not accurate within 1/100 of one per cent, mut 
we were hesitant perheps to say it flatfllotedly becauss we weren't 
ebsolutely 100 per cent accurats,. 

We can say, I think, with a good deal of certainty tha we know 
that 25 Ris safe. ‘se know that am appreciable proportion of any group 
of individuals will be seriously ill at 200 R, and that soze will cie at 
200 R. We can say with a fair degree of assurance that with 100 R, 
other cesualties such as burns will be materially complicated and the 
lethality of minor injuries will arise, and there is a great deal of 
percanent canaze that is done to the organism as well as transient 
Gamage at the 100 R level, 

I wonder if we were to stick to those brackets, if we weren't 
pretty nearly reasonably accurate, and if that isn't as dose as we 
ought to come, I remenbder very well when they first put out Franch 
75's in the last war, some enthusiastic ordnance officers got down to 
a factor of sx ety of tro, Well, thet meant that afair number of the 
gun Surst, od the morale at the artillery training camp, Ca=p Taylor, 
was pretty carn low for a while on the besis of that. 

I don't think that you can skirt too closely to your factors of 
safety, and to try to narrow it to say that 75 R willdo this, end 100% 
will do that. To may mind that is skirting arfully close to your fac‘or of 


dafety, even if you had absolute imcwledze in the field. 


G=ENUPAL COONSY; I agree with you thoroughly, Dr. Werren, and I 
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quote the fircres just es you have quoted them 4 zrcups of silstary 


people. Sut they sey, "sno are you wnen another xan stmcs up md takes 
the other sice?® 

how, if we could get a group of prominent radiologists or prominent 
doctors end this is shat I heve been trying to do for years, and I have 
been so unsuccessful in doing it, if we could set agroup of prozinent 
doctors who wuld say, "Yes, this is it," and if we could give that to 
the rilitary, we ere perfectly satisfied. Up to now we have been unadle 
to do so. 

D2. SASREN: I wonder if you could not do that if the doctors who 
knew would be the onlymes who talked, It is the doctors mo don't mow 
who confuse the issues because they want to talk, too, 

EVSPALCOMBY: That is our problem, doctor. 

D2. GREGG: General Cooney, you have mace one suggestion that 
interested ne very much. That was the point of getting volunteers. low, 
I a interested in that principally for this reason: I think that there 
is enough of the general atmosphere around the A&C affairs that it is 
singularly important for us to stear aray from hum an experinentation 
because we never could get, or certain things could not be brought out 
in the public trial, which is a control. 

GincPAL COONEY; I agree with that thoroughly, 

DR. GRESG: So this question of volunteers interests me, I am *. 
ignorant of a good many exanuples that you may know of mass volunteering 
on anything. «nat kind of things can you tell se about that? 

GaNSRAL COONSY; We have never had any trouble in the services in 
getting volunteers from the tine of iialter feed to the present tine. You 


can alzays get certein soldiers and officers to volunteer for virus wrk, 


a 


? BEST COPY AVAILABLE 


; 
; 

. 
—— 


= a F 


as hes dbezn douwe, for maleria, or for xany th. _Se 


I think if the 


you go to a port of exbarkation of troops getting ready to go over ve) 
Korea, you would have no trouble whatsoever, 

Kayce that might not be the point to get it, but it could be very 
easily done there, end 1 amsure it could be done in many c2-pSe 

You cen evaluate this problem and tell them that perhaps it won't 
be the answer, but it seems to me that we could do it under voluntary 


measurements rather then involuntary measures when the man hes the 


uniform on and we heve to find out, end this way is a much more democratic 


way of doing it. 

DR. GR5GG: It ise 

GEN=PAL COONEY: I certainly agree with yous I don't believe that 
the Atomic Energy Commission should enter into it, and I don't believe 
thet they heve any problen. I think it is just until the bozb goes off, 
When the bomb goes off then the problem exists, and it doesn't exist now 
to the Commission, They are not faced with this proven. 

But we ard very definitely faced with it, endif you can get ae 
ten prominent doctors in this country to say just what Dr. ivarren hes 
said, so that I cen give it to the military, ad say "This is it," tha 
is all thet I ask, 

DR. WoATNs I would like to think just for ea moment as to how you 
could get this experiment up, assuming that the volunteers could be had. 
low, the difficulty with observations in the pest is thet some of them 
heve been fatigued, soze of them heve been burned, ad sore of them heve 
been tired, end soze of them have been under-nourished, 


would you take your 200 ren and have them allat rest, or would you 
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have sexe of then tired or would you neve soxze . then wounded, because 


thit is the circucstances under which your ren will be. 

GE.ZFAL COONZY: No, sir; I wouldn't consider eny wounded or eny 
burned or eny tired, I gm thinking xerely of a situation where we are 
making an a=phibious landing, and there is an air burst and a certain 
number will be wounded and a certain nuaber will be burned end they are 
casualties and they are already out, and acertain =mmber willbe sick 
from radiation. Sut there will be a lerge number who will not be, Then 
the corrcender is going to say, "Can I use these man and hor long can I 


use then?* 

De. thls Some of these nen will be tired, ad sone will be 
exhausted end some willhave lost their lunch going ashore and there will 
be a number of otherse 

GEERALCOONEY: That may be before the thing starts, and I an 
thinking of Normandy, and the night before Normandy, 

DOCTOR WARN: The emotional situation within the nen vould be there. 
I can't conceive of those results being of any greater value. 

GEE RAL COON EY: You mean than psychological? 

DR. WOARNs If that is so, who is ,;oing to give an answer md stick by it? 

G==RAL COONEY; We can tellthe commander that we have done this on 
200 healthy individuals and that none of them got sick up to 150 R, and 
that they wuld be all ready to carry on, and that seersto me would be 
scrething, or we can tell him that they are allsick at 100 R, and he had 
better not teke eny of his ren who have 100 R, they are out. That is very 
significant. If it is 503, that is important. I don't iow, 

I quote all of these figures and tell the people, end then another 
officer gets up as it happened at eneeting over here the o her day with 


a large nuzber of line people, end they seid that that is absurd, it is 
—3 t— >. 


ridiculous, end they said, "T poe met 25 R wisl ceke a aan so sick 
that ne cm't carry on." So-:sihere are we? 

DR uARAEN: Thet roninds me a good deel, General Cooney, of the 
situation we frequently heve in court when two psychiatrists who heve no 
idea of whether a man is sate or not, when he mace a will, and they are 
being called and are equally positive that he was sane on the one hend ad 
inszte on the other, 

That is one of the reesons that ley juries have learned not to 
trust medical testizony. I think that you would find with your experinent 
on these 200 men that the seme doctcr who seid that 25 R would meke them 
deathly sick, would still be saying it, because I have presented one for 
many years with figures on irradiation of the breast and he paysno 
ettention to it, md he goes on exactly saying the same thing that he 
wes saying 10 yeers 250, 

GexE=AL COUNET: Actually we would still have it on paper, and ve 
Gon't heve it now, 

DR. WARREN: Actually we have got the results of an enormous 
experizcente ie have the experiment involving over 200,000 people in 
the Negeseki and Eircshina areas, end i think that those resulis are 
real, Iv*as in there, and Is am the people when they got sick, I know 
thet one can ced reason ably accurate calculaticns es to the emount of 
racietion that they received, and they cen be pleced pretty accurately: 
within the buildings. | 

Serry Sownan has firured out for us the enount of shielding that 
some of them received, 

I think that we heve not made the most of some of the evidence that 


we have eveilesle, and I think perheps we heve been a little too tolerent 


of some of the rediologists who are er=-chair experts rather tha pra:tical 
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experts in this 1 .eld. 

CRILRAL COUNEY: iiel1, I think thet is very true, but I think on 
the other hend that there is a tremendous nunbder of complicatio:s in 
the date when you evaluate it. 

For instance, you and I know that it reouires 350 R to ebelate a 
men with 100 KV, and es our intensity goes up it requires more mcicre. 
I have a weapons Effect Fandbook which shows me that you get 25 R at 
2,000 yards, amd yet our Japanese data shows that we have patients 
epileted at 2,000 yards. So I am completely confused. I cm't understand 
how it can happen. You epolate aman at 2,000 yards with energy such 
es we have from the fission bomb. 

DR. WARREN: There may be some confusion there with the flask burn 
epiletions, That is one of the problens,. 

GENERAL COULEYs That is true. 

DR. wAnnENs That is one of the problems that has to be weighed and 
brought in. 

GEVERAL COUNEY: And I think maybe sickness or illness is there, 
but there again we have got to have that. Ifwe can get ten doctors +o 
evaluate that for us, and to come up with en answer, then we wuld be 
satisfied, ifwe don't get that, it seems to me that we have a respon= 
sibility which we do not have the answer for. | 

CAPT 3==ho0'S: IT seems to me that you ere talking about eperinentk 
involving ccesages, with an idea of getting a rough qqredactie to 
operational efficiency or capability, and it seems tome that it is not 
Quite in the sene category, even, as the experinents thet were origina ly 
done by Walter Reed, wnich were really involving a serious threat to life. | 


pa 


ws BEST COPY AVAILABLE 


aiet Wits oP 


Now, wnat we are propesing here as near 2s I cen tell, does not 
involve eny threet to life or any sericus threat to health. what we are 
trying to get at is en idea of 2 rough epproxization to the operational 
efficiency that you could expect and which would so to speak cocument it 
a little bit when you present it to the edrirels end the generals end the 
captains wno have to take their people into bettle under such conditions, 

I don't think with the dcsages proposed that there is a great ceal 
of denger or any danger at all, and that perhaps that might alter the 


way we feel about it. 

we ere after a rough epproximation of operation of efficiency, and 
what we might expect from morale rether than lcoking for facts as to how 
we would ceal with serious irradiation illness. 

ks I understand it, the idea is to stop consicerably short of where 
they get serious radiation illress that would threaten the man's health 
or life very seriously. 

DR. WARREN: I think that I would feel very relucti ov inte 
this in the light of the animal data that exists, to have 100 or 19 R 

we know that it does materially shorten the life of aninels and I 
would expect in the light of all we know that it wuld do so in the case 
of mane 

Dr. GR3GG: There is one stop in the so-tc-sreak procedure, or the 
sequence ofe vents, “ich Iwant to esk a question about,and it right) 
sound flippant but I don't intend it so, and that is this: Supposing 
you were to expose 200 men to purely experirental conditions, and give 
them ccseges of 50 R, Let us essume in that 200 there are 75 who at 
least have some complaints, and among them we will say that there are 


25 who heve pretty serious disturbance, sre you eble to judge thether 
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une Syaptoms of the zen are such sj=ptors es a line ‘icer ccule or 
would disrezard an;how teceuse there is a cep there? 

»net is your line officer going to cverrice? if you tell him most 
of the men were seasick, I suppose a good nucber of them were in Norcendy, 
too, but they had to fight anc they had to callon thezselves for efforts 
thet were away beyond what you get if you just say "Eow do you feel?" 

Do you follcw my line of questioning? 

G=ERAL COONEY: Yes, sir: I do, but gy thinking is a bit different. 
Thet Iwant is this: I have e responsibility to the line officer to tell 
him whether or not these men ere going to be able to fight. I tell him 
that he has a division of men, we will say 15,000 ren who have received 
up to 100 R. I say "Go ahead and teke them, take them intobattle." If 
he gets them into the battle end half of them becozx me ill the next day, I 
have not enswered my responsibility or lived up to cy responsibility in 
evalueting that hezard for the tinezan. | 

we take them into a malarial district and we mow the hazard andwe~ 
are atle to evaluate that and we know how to take care of it and we can 
acvise them, that such and such apercentege of your men if they take 
atabrine are not going to get it or they will get it, and he Inoue how to 
prepare his cempeign, This way he doesn't know how to prepare his carpaign 
because we cm't even come close to giving him an mswer, 

DR. GRESSs That you are tellin him is that the nen uncer those 
circumstaces will te unebdle to fight. 

G=[cERAL COONEY: They will te unable to fight, sir, that is what I 
went to inom, 

D2. GREGG: Thet defines it much more closely. 


GINZSAL COONEY: That is acactly what Ivent to tell him, that they 
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will or will not beale to fight. 


D>. STAKI‘AN: I would like toreise a question, not a medicel one, 
but an experirentel end statistical one. Could you possibly get the 
information that you went with 200 ren? I don't think you could. I 
think it would be 2,000 would be nearer, and you heve got to given them 
different dosages end you have got to replicate the esperiznent a nunber 
of t ines. 

If you use the sane men for the different dosages, you are piling it on. 
I think that you would heve to think in terms of far more than 200 ren, 

GENERAL COONEY: I say statistically it is impossible, and it is not 
even thinkeble, but isn't it better to get some idea with a few men than 
having to take a chance on th§ others? ‘Would you send a group of men 
into en area in which they would get 150 R tenorrow, even if it is avery 
isportent «rea? | 

DR. STAK:AN: The only thing I ams aying is that if you are still 
guessing, or your stituation is extrapoleting from small numbers to 
larger numbers, and your éxtrapolating from small numbers on to large 
nucbders that are going to behave differently presuzably than theyre now, 
ell I = saying is thet if we ere thinking in terzs of experinentat ion 
then we should have large aw numbers so that the data would really 


be significant, 
DR. GFE: I think the answer to the men who says, "You doctors all 
.) . 


disagree," is to say "Yes, and we will probably until it is necessary to 

try this experixent out on five or six thousand people. That can't be done. 
‘There is a cheasce that if 200 dozen show you smethin, ahigh range 

of reliability, there is a perfect chance that you may Se wrong when you 

say, "Yes, they can fight," and then it would end up on you just the sae, 
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teceuse they couldn't, You night be wrong on the wrong sice. 

GZLELL “OUNEY: I well realize that, but it seems to me we ousht 
to have alittle sorethins. tie cen say, "Nell, all thet we have is the 
data on 200 men, end here it is," and that is sozething, but when I stert 


talking about animal experimentation, as one general szid to me. "Ihat ere 


we-—mice or men?® 


DR. WATPENs: I think ore of the things thet is very inportent is that 
we are in part mice, end only in part men. There are a great cany aitri- 
butes of the mouse that we still have, end we can learn a great deelfrom 


what happens to the mouse end carry thet on. There wouldn't be sny 


point in any enimal experimentation if we accepted that assumption. 


DR. GREGG: You have to admit the point that some of us are rats, tool 
GEERALCOONEY: Nevertheless, we have a problem, which we do not 
have the answer for, and if there is no way, if this is purely illozical, 
then we would like to heve scmeone tell us. We only esk for some tacking 

of the medical profession, 

DR. STE2Ns I would like to follow up Dr. Stakzan's question—how 
great is the difference with rats and mice, and do we need a group of 200 
people divided into three groups of 70 people? How is the spread in 
experizental enizals. 

DR. wAFRENs In the various species, tzke mice for exazple, you 
can get a variation of approximately 200 R on the LD-50 just by a chang. 
of diet, or a chamge in conditions in the amimal house. 

DR. STAIAN: You see cy point too is that you are going to try i¥hm 
et different exposures, end it wouldn't tefair to take those tho had the 
lower exposure andtry then right exay on the higher ones, 


DR. STERN: Theat is wiy 1 said three groups of 70 each. 
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T2 sT7st As End you would hope to get them under all of these 


conditicrs., Thet is ell thet I wanted to say, and I am not erguing 

as to icether this hucan experinentation should be done or not. If it 
is done, I shovld think that it would be dcne by the armed forces, but 
I am sixply saying that I think that we heve got to think in terzs of 
far lerger numbers than 200, to get data that would be really reliable, 

GENCRAL COOKEY: I agree with thet, there is no question about that. 

AMTFAL GREAVES: There is another question that Dr. Werren hes just 
touched or, that I think probably rould be of interest. You mentioned the 
fact that from the animal experinentetion that is availebdle, you would 
hate to submit yourself to 150 R, because in the aninals it isknow 
that life is shortened, well, the type of experimentation that has been 
discussed so far is pointed toward imzediete results md the type of 
people who would be subjected to thet experimental work would be peoph 
you would have to control over a relatively short time. You would lose 
control, 

But when this subject was broached first by NEPA they proposed doing 
the wrk on long-term prisoners, people who would be under the control of 
observers for a sufficient period of time so that the kind of results 
that you mentioned would be evailable, 

Well, that type of experimental work is a little difficult for the 
arsed forces to engage in. 2 

DR. GROG: Is this civilian prisoners, you mean? Ad. Greaves; Yes, 

DR. GAsGG* Deesn't that fall in the category of cruel ané unusual 
punishrent? , 

AAL GREAVES: Not if they would carry out the work as they 
propesed at the time they proposed.it. It wuld be on an absolutely 
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voluntzer besis, end under every safety preceution that could de dSuilt 
tp areund it. I don't think so, and it didn't strike me as being cruel 
end uns=zal. 

D2. wenREZs It is not very long since we got through trying 
Ger=ans for doing exactly that thing. 

ST. S2LL GREAVES: That wasn't voluntary when they did it, they rade 
them Go it. I think that there are a lot of prisoners and I em given 
to uncerstend thet there are plenty of people in our prisons mo will 
volunteer for that kind of work. 

DR. WARREi:; Always for a quid pro quo. 

DR. wRARNs Prisoners were used during the war, esyou know, for 
plasma end blood substitutes, on a volunteer basis, and scme in the 
ressackusettsbrijson, and all of theze xpected to be releesed imediately, 
end asled to have their cases put before the parole boards right off. It 
wesnot that they had any promises and indeed it was made clear that 
there rere no promises, but as a result of that they expected to be 
released, — | 

DR. STAKLEN: Mr. Chairman, ney I ask another question. ‘hat Gre 
you going to do when you are esked for a categorical answer to a question 
te wnich there is no honest categorical answer? Are you going to be d‘s- 
honest? | 

I sean, after all, all of xm us would have to give these values 
in ter=s of ranges, You couldn't give any absolutely flet figure, This 
isn't the elasticity of steel at a given temperature, with agiven force 
2-plied to it, and that sort of thing. You ere cealing with a heterogen- 
eous biological population, and I don't think thet you are weer going to 


get an answer, 
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You hove eluary got to have a ranges, ¢o you not. I would just like to 
reise the qu2sticn es to whether the range isn't sufficiently well 

ic. un now so that these people who are in difficulty can do nothing but 
be scientifically hones and say, "Here is the range," and here are some 
of the factors that affect that ranze, and there just isn't any precise 
answer to that. 

I just can't see how that can be done. I mean ded ing with any 
biological object, you have got hetergenity and you have degrees of 
probability es a result of large nuubers end frequent replication. I 
don't see quite how you can get it detter than that. 

You would have to have large numbers to get it more precisely and 
a large number of conditions, and a good deal of replications because 
there is always that in all of this type of material, and there are a 
lot of izponderables, 

GEN=SRAL COUNEY; Suppose that there is no answer to the problem, 
and could we get a group of nen to agree with us on that? 

DR. STAXLAN: It seems to me that thet is about the best that you 
Ean do. . 
| ADNT=AL GREAVES: The way it is now, we don't know for sare whether 
we know why we don't have the answer. 

DR. STARLAK: That is right. 

AD=LL GREAVES: It cay be that gfter this work is done, we 
woulén't heve the answer but we would know why we did not have the mswer,. 

DR. STACAN; That is right. 

DR. GREGG: I would like to explores one other thing that General 
Cooney said, thet involves something that you also referred to, Dr. Warren. 

I know that my own personal first move in a thing like this would be 


== 


*  BESTCOPYAVAILABLE >, 


t —A 


to 50 out end look in pretty cerefully the experience and general 


te2scning capacity of the doctors giving such extrexely different 
answers. I wouldn't be satisfigd without finding out whether these 
Goctors thet geve extrase answers on the other side, geve ne the gensral 
impression of being reliable people or not. Or whether the persons sno 
for a lot of different reasons I begen to have sone cont idenes in, caze 
sozewnere near to an agreed figure. 

I see your point and I have the same sort of thing sometires with 
my own board, and they say, "You doctors don't agree so I guess there 
is nothing in it at all," but I can get ebetter concurrence of opinion, 
we will say, on a case of cardiac failure from five really good zen who 
ere cardiolcgists whom I know are good cardiologists, and I will expect 
a larger xeesure of concurrence there than I will if I send out a hurry 
call for people who call thesselves cardiologists and then take cown their 
opinion. 

DA. STAR LN; To put it in legal terms, you want to know sonething 
about the credability and reliability of your witnesses? 

DR. GREG3: Yes, and I think the width of their statements would be 
narrowed substantially as soon as you sorted them out. Now, that is only 
my first plus reaction to it. Does that make my sense to it? 

DR. WAFRETs It makes very real sense. 

mR GP23S: Where do you think that their answers would lie? 

DR. WARREN: I think that it would lie quite closely in the group 
that heve had reel experience in this field, and I think General Cooney 
anc i for exacple see very closely eye to eye, and I think that the views 
that Dr. Semnel=m hes, and that Colonel Decoursey has, they are very 
closely paralleled to ours, 
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Z-d I think thet these who have had first-hand experience, thet 


have s¢sn autopsies on cases, that have cared for ill petients,sre 
in pretty general egreesent. 
It is the ones who have had to deel with the nebulous psychological 


factors of when a patient is going dom to the x-ray room for treatment 


and starts to vomit. 

I rezenber very vividly the question of radiztion sickness cé=8 
up in our own hospital sone time ago and we suddenly began to get a lot 
of grief wnen we hadn't besn getting any with dosages wiich were pretty 
stendard dosages, In looking into it a little nore carefully, we found 
thet all of the patients who got sick came from one floor of the hospital 
and inquiring a little bit we found that the head nurse on that floor, 
avery sympathetic and well-ceaming gel, had so-ewhere gotten the idéa 
that the use of carbohydrate would prevent sicimess and she sas going 
around to these patients before they went to x-ray, and sg ing, "how deary, 
you are going to have ae down there, and you are going 
to be very sick md here is some nice Caro syrup, and if you drink g 
glass of this and get x-rayed, you won't be sick at all.® 

Well, they went there psychologically prepared, with an up-set GI 
trect, and it isn't any wonder that they were sick when it happened. 

GonsraAL COOWcY; .I think the hole thing sws up to this, that we, 
in the cilitary ere your pablic servants and if American medicine fails, 
are we properly discarging our responsibilities, That is al we wish to 
mow, and if some group, some prominent group would tell us, if you have 
Gone all that you cam on that, then we are certainly very willing to accept it. 


DR. STAK-ANs Vay I raise this questions I think that this is awfully 
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important, ir. chairman, A camy respects, but 1s this corrsct? Tx-et 


2>cut th: best you can do after everything thet nas been saic here, ina 
situation like this, is not to get a ca*egoricai ensrer to a question 
that caunot be answered categorically, but to zest a concensus of the 
most competent people with respect te the range and hee that is the 
best that can be done, unless you want to go into large-scale experizen- 
tation. 

DA. GxSGi: Yes, tnst is right. Iwou' **"e to ask our friends 
from the armed forces, whether for lack «  oze%thing better as abesis, 
it would be in their opinion worthwnile for us to try and get a commission's 
opinion of this kind, so that they willnot be subject to rendom coments 
on the part of various rediologists here and there, that add up to the 
sinple statment, "Oh, but that is ridiculous," 

I don't think it is reasonable or fair for you to be exposed to that 
rind of gunfire from all over the landscape, and I don't see why we 
couldn't teke measures tc get an ed hoc comission for this and give us 
an opinion. 

GENERAL COONEY; That would be a great help, Dr. Gregg. 

DR. G22GG: I would be furthermore inclined to think that we would 
teke that and if it added any guilt edge for us to transmit it to you 
2s an ad hoc comission that we had appointed for that purpcse, and if 
we could do that so much the better. 

As you can see, nost of us are arfully leary about givin’ enthusiastic 
approval to a mass-scale expsrinent which as Dr. “arren has stated, he 
feels there is relatively great difficulty except in tracketting to give 
a categorical answer of the exact nunber availeble, from shat I mor of 
this wrild, I would be extrecely cubious if it all cace out at exactly 
7h R. Human beings being whet they are, they aren't that way with atabrixe 
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or eny sxin lotion thet I used when 1 wes working in the outpatient 
depart=zent in ésr-atology and so on. 

So I would think thet you would heve to get soze kind of an 
expression of the best available opfnion, and if it would be of help 
I think we ought to consider it very carefully. 

GENERAL COUNEY:* I think that that is wonderful, that is wnat we 
have been trying to do for a long time, and we have been unable to do so. 
It would be very much appreciated, Dr. Gregg. 

D2. GREGG: Well, now, I think with that we ought probebly in the 
light of the time limitation, to go on to the next item, and defore ha 
I simply would like to say that we ars very glad to have Dr. Snjth and 
Dr. Glennan with us end I am going to reverse the order of the next two 
items md let us take No. 5 before we take N. lh, aid No. 5 is the general 


statas of radiation instrucents brnach anc Fort Totten activites. 
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Di. C2DH: Tell, now, gantlezen, I cisclai®.—scnsioitity for *he 


selection of the next number on the >rorrem. Or. .arren thought thet you 


terested in soze of the general inpressions thet I had of the 


uisht be in 
present stzte of medicine in Farope, end I =& going to go fairly fest ad 
I will cusrentee to be through at 5 o'clock. 

First of all, as the base line for these comments, 1 would say thet I lived 
in Zarope from 192) to 1931, visiting 211 of the ccuntries except Turkey, I 
think, end including Russia and Iceland, at least once and a nunder of them 
a great meny tines. Then I went abroad about once every two years until the 
war, and I have been over four tines since the ver. 

I think the first generality that is valid ebout medical education end 
gtudies in biology in Europe is a generality thet you cen make out Europe 
itself, and I got it in a curious way, F A friend of mine used to turn up in 
the Peris Office and say, "Tell, hcw are things in rurope?® 

well, I learned through that question that the United States is probably 
the largest single homogeneous area in the world, both in spece and in time, 
And there has never been such an extreordinery honogenetite because that 
question meant that they had come from a country where somebody who lited in 
Ohio ¢o2ld answer for whet was going on in iinnesota, roughly spex ing. 

But you can't do that in Europe at 211. If sonebody seid, "How are things 
in Norway?" there is an answer to that, but it isn't valid to cover Italy also. 
It varies trexendously, The variety and tradition md the variety in the: 
lenguage and the variety in economic position—there is variety also in nasdeet 

I think one of the strong inrressions thet I have gotten out of Europe 
and it is just as clear now, is that they ere trexendously nore controlled by 


-e don't heve 


and influenced by their traditions than we ere in this countrz 


eny very strong historicel perspective in th ! <a mM rezezber going 
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to one of our Southwestern states ena esking why a STMtetTs chool hed the 
position it had, and the enswer given perfectly honestly ves, "Vell, we have 
been here for twenty yeers." “Tell, they are going to be there for enother 
one thouséand years, but elready the twenty years seemed to them to be avery 
old story. And that is in sherp contrast with Europe. 

Another thing that impresses you, and it is in line with the tradition, 
is that Europe still shows and it shows in hizher education, a pretty strong 
feudal tradition. It is the people that matter that cet to the university, 
and that the people that get to the university ordinarily end up making some 
considerable difference, 

That is also shown by the fact that the people thet get to the university 
in a Suropean state in the main are far smaller proportions of the population 
than is true in this country. ‘In the mid 30's, six tines es rany Americans 
got AES end 3Ahs as in Englend, relative to the populetion, Thet neans that if 
we take a selected sixth out of our £Es and BSs, they would meke a reasonable 
comperison with the greduetes in Britain. 

Educetion if anupper cless thing also because the ruling people in govern- 
ment have usually been to the university end the governments don't have to do 
flip-flops end hendsprings in order to get the attention of the government. 

it is a pretty steady conticuing understencing among gentlernen that the 
university will heve e certazin meesure of support. 

Now, I have got to quelify thet later, but that will come. Stzete support 
is 4 pretty fixed affair. The result of that is retner interesting, end I 
think bes sone norel value for us, and that is thet the Europeans teke the 
size of the buczet es a pretiy nearly fixed effair. They then spend their 

ctention saying whet is the best thing we can do inside this enount of money, 


whe 


end we in this ccuntry ere a little bit inclined to sey, “well, of course the 
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budget is there, but reyoe we cen get an increzse se why not co something 


atditior 21?" 

Te don't put quite as much attention on the quality cf whet we ere coing, 
because ifwe went to do sorething that has a big populer eppeal, we mill go 
out end get one of these foundetions or the governcent to pay the dill for use 

The Europeans ere very much concerned with what the natheraticiens would 
call an elecant utilization of their time, rore so then we are in *his country, 
- and you are struck by that continually. 

how, in that seri-feucel regard for the intellectual that shows itself 
in a thousend weys. It shows more particularly in this way than eny other, 
thet abrilliant essistant is likely to be given not less work or let dione 
because he is getting along fine and getting "4's", but he is likely to be 
given more work because he is brilliant and beceuse his professor wents to 
found out the top limit of his capacity end ability, and his professor in 
Euroze is not in the least inclined to give mach of his time to the boyd 
that are getting "D's® md "E's", That is not, thenk God, that professcr's job. 

The professor's problem is to add to knowledge end surround hinself with 
ean extrerely able group of young essistactts, and from thereon out he cen set 
his course, But any moral responsibility to a class of, I don't care rhat 
sive » a Class of students, is simply not in the European philosophy. 

There is great attention paid to indivicuelity end to originality, Rerneps 
more than with us, ‘end more leeray is given. oSritish students that ve bad! over 
here in the war, during the wer-tirce, it is not feir tos ay that they cozpleined, 
tut they certeinly were acutely cconscicus of the fact that they were told what 
to do rext in the redical schools for four rears, end rere givene xirexnely 

ttle leeway to do their om work in their own pece and in their om waye 

Now, there is a lack in Europe that is sretty conspicuous, and that is 
the lack of team-work, It is partly related to wis. rareaE = erest in 
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originality, bat I get that lack of teac.ork both beceuse I see it cover there 
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end because the unifcrm criticism that we get fron foreliners “shox « 
whonf we bring over to this country on fellowshipg--ihe unifer= point of estcnish- 
rent for them is hew well the Americens work tosether in scientific teacrork. 

That shows, thet lack of teamwork shows because eprofessor of physiology 
feels perfectly infurriated if he has to share the sete instrumentetion with a 
professor of pharzacology. You don't do that in Surope. You have your cw 
mechine in your omn plece, and sharing the facilities, I em unhappy tosaey, 
including library facilities, is certainly less kncvm end in spots you could 
sey and stillbe right, that it is unimown. 

We have sent lots end lots of shipments of books and I am just sorry to 
remerber how meny times when I heve esked where the books were, to find that 
they were stored in the university library and nobody hed ever gotten at them, 
because the *uropeen concept of a librarien is a men «ho cguerds beoks, end he 
does not make them evailable. He guards them, ad he does a damn good job of it. . 

Now, there is a mixed coment end I bring it under the term of libzeries,. 
One of the reasons why the Europeans feel so acutely the lesses of the wer in 
the point of redical literature end biolcgical litereture is thet they a 
eccustomed to reading more languages than we are over here, mad far more. I 
have been to plenty of professors' houses in Scandinavian countries where ths 
four walls of his study, each well was devoted to a different lam guaze, and 
you 00 thet he means thet he hes bio own dbrary, There So 0 price tag -: 
attached to tha. 

You can't ‘eer lengueges corpetently without a certain investzent of 
tine and the re on the smaller countries is great. There is pressure on 
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the Ditch and the Danes end the Norwegians and the Sveces end the Finns and 
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the Selgians to rester at least one other imguese thet ae 3 
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master it, not to say two nore that you have et 
Tt is avery iczsressive thinge 

It is 2lso inpressive to crift into a child guidance center in Zollend, 
end there ere many of them, and out of courtesy to ne they held the whole 
evezing in English, and there were atout fourteen perticipents, and they all 
telked Enslish perfectly easily. I will edrit my siandards ere a little bit 
cetholic and liberal on that, but I could understend the2. 

-I don't know of any psycho-sematic clinic in the US where for the comfort 
of the visitor the whole stage would be in either Italian or French. 

That is why they feel the loss of books so acutely because they heve been 
using other lenguages much more widely than we do. 

I can't kelp saying in this ostat & issue that there ‘ds one great 
secret that you could alluse if you go ebroed. That is to learn to speak 
=nglish slowly and distinctly because everyone who hes ea university education 
can understend you perfectly easily. The charming thing is beceuse they under- 
stand, they think that you are demned intelligent, which they didn't think before. 


Another item that is perfectly overwhelming at the present time is the poverty. 


You realize that the French for exacple heave gone through an inflation since 
thethe beginning of the First “orld war which is of the order of one to 200. 
We haven't got any article inthe US thet cost one dollar in 1935, and that 
now ccests $200, aid when we do have so-ething like that, e if we Go have it, 
the by-effects, the side effects end the direct effects of that just spread 
all over the rap, 

It is the cleaning out of the older people, end I feel like telecrephing 
if there is 2 group thet can do anything about it, thet the nest irportent 
thing in the field of gcvernrent it is to stop inflation, because the misery 


can't be overdremn, 
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Tact infleticn shows in a thing which nizht interzst you. In courtries 
where there hes been inflation, I would ask ihet the professor's salery wes, . 
the full-tine professor, and if they seid 8,000, I really wouldn't Imow whether 
it was 8,000 a month or 8,000 e year, and furtrermore I didn't have any idea 
whet that bought. So Idevised this system. I esked 20 people how much it 
costs for a voung man to attend medical school for one year, thet is the 
tuition, which is usually nothing at ell, but the books, the clothing end 
food and housing, and teke that total sum which in Anerican would probably be 

around $1500 in a good many schools, end divide thet into the Professor's 
salary, which right be 6,000, and then you get a quotient of four, and your 
| quotients are good in all countries, and where the quotient is less than 3-5; 

es it is in many countries in Europe at the present time, then things are 
going to pieces end they are going to pieces fast because there is no competitién 
for professorial positions, 

where they are four and better, four to seven, it is regular, and it is 
fairly good, and seven and upwerds is excellent, md there ae not many places 
there it is excellent. 

This poverty is a peculiar kind of poverty and it hits scientists harder 
than other people, because so much of the material amd instruments, both 
corsuzable supplies and instruments in Zurope now must be bought in dollars, 
end dollars are no lcnger money, they are the money plus the privilege to buy, 
because it is so ca=ned hard to get dollars, and the sane thing goes for South 
£zerica. 

In other words, you can'tzt dollars. The given exchenge rate in the 
Argentine is a rate at which Anecicans can buy pesos at the baiks, but the 
fkrgentines can't buy dollars at that rate and they can't get tem at all. So 
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the privileze to even =exe a did or even to te in the nexcete 
I esxed this lest tine in Frence end in Siitzerlend whether there wes 
eny work going on in isotopes, There is, they ere getting their isotcpes 
from Zerwell, both cheeper and quicker then they get them from here, md T 
sixmply pess that along as a minor item. 
/ the Incex Kedicos. I 
They are awfully unhappy at ehe discontinuetion of Hxmotabicesr 
had several ceses of distress on that. Thet Index :edico is one of the ccnsicerele 
contributions that this country has made to the whole field of medical 
scholarship. 
Kow, there i: another thing that is very inpressive in “urope at the 
present tine. ‘cw ask prectically any professor in practically eny country 
what is the main difficulty now, and he will say the number of s tudents. They 
are overwhelmed with students, In Paris that has socsuncta tions in its 
physiological laboratory for 8 students at a tine, there are 1800 students, 
4nd the cocpetition for internship is as bas as that would indicate, 
But the tradition is so strong that eny student finishing the secorndazy 
school can get into the university, that they will teke them in and break them 
in the nedical schools rather than go in for any kind of selection. ind that, 
curiously enough, hitches up with the deep, under-ground upper class ruling 
class feudal tradition of the university being an upper cless affair, md 
édince it is upper cless there is avers certain to be a perfectly enornous 
burst of criticism if they didn't dlow the university to be open. 
They say that is where they are completely democratic and they are not 
going to have the university linited, oe the real fact is that they wuldn't 
be half es tender on that subject if the university eovan*t already a 


éefinitely upper class institution, 


They are just es pessionetely concerned thet a 
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clesses es anything can be, wien they reaily !ncw it isn't.” But it must de 

kept oper, so they keep these things, all of the universities ere open to 

stucents, | 
Now, there is only one exception to it end it is a very interesting and 


curious exception, The Germans have shut down on their edzissions to medical 


schools, They heve shut down almost exclusively for the simple reason that 
_ the popul ation in Western Germany _ contains 12,000 treined Gerzan doctors 
who have come from the Russian occupied Gerzany, who have slipped over by 
night and they haven't got a thing that they can do, and they don't see why 
they should make any nore doctors when they have 12,000 doctors. 

The Germans have done one rather interesting thing on that limitation, 
At Frankfort, for example, it is a limitation of one out of seven applicants, 
That is seven tines as any applicants as they would take. They have put a 
couple of s tudents on the admissions committee, and that is syrptomatic of 
a very curious situa ion, 

The discrepancy between different age groups, decede by decade, in 
Gerzany now, is one of such tension and such magnitude that they don't dare 
shut students out of the medical schools without heving sone contenporery 
opinion to help them out, because you see the whole German machinery has been 
in the 30's raked out of the anti-Nasi's, 2d then since the war it has been 
reked this way to rake out all of the Kezi's, and the residium is darned little, 
and there grave anount of tension, Thet is related to this numercus siete 
of the clesses in the German redical schools, 

Another correlary of the relationship of the large nuxber of students is 
thiss It is te ratio of teachers to students, and wien sone of thea have said, 
"Yes, our greatest trouble is the numder of students,® I heve just said, *Just 
a ninute, you mean the ratio of the teaching force to thestudents? * And they 
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say "Y2s, ther2 ere too many stucdnts." And I say, "Eowa bout Neving scxs 

rore tzichers?" ind they s2y, "well, that 1s ec2inst the reguictions." 

And there your tradition comes in with both feet. They can't think of shifting 
traditicnse 

Thet 18.2 traditional set-piece and they have a certain number, and if 
the students increase, it is too bad for thestudents, end it doesn’t have 
anything to do with the regulations. | 

Azein, they simply won't believe the student ratios that I told then we 
had, In Rochester it hazpens to be two teachers for every student, teking te 
sum total of all of the teachers at the Rochester Ledical School, It is <t#o 
teachers. per student, 

Well, 1t is more like one teacher per 80 students in Paris at the present 
tins, and they are incredulous to put it mildly about our situation. That 
again is related *%o a very carxed difference that there is and has been for 2 
long tice in Zurope, namely that the Zuro>ean student hes to pay more attention 
to the art of passing an exanination than any of our stucents have to pay 
because there are two few teachers to know the quality of the students. You 
have got to have an exeninetion, and, ergo, the exanination becomes extremely 
important because it is almost the only performance the student has to show 
the quality of its work. 

Kow, just two more points, You can often get an idea of a country by, nat 
they find extraordinary, or extraordinarily useful or singular as a characteristic 
or valuable in the US. The Zuropeans in my experience have been impressed by 
these fields in the US at the present tine—the fact that in the training of 
cur surgeors we are slanting more and more to a physiological training. 

Second, thet they find Arerican anesthetists simply out of the world, something 
that they don't know at all, nd third, they are much inpressed by our child 
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I aa rether surprised that I heve hed nowhere near as many requests for 
inforzztion this lest Septeuber ed part of August, and I had nowhere nee as 
many requests on the ACTH es I expected there would de. That has not epparently 
burst on the horizon as yet there, 

ixcw, the tso things that they tention the nost in tercs of the generality 
of scientific work as I said were teazcwork, and this perfectly remarkable thing 
that you Acericans have, namely the equality between the tsacher and the 
stucent or between the assistent and the teacher end the professor. They stick 
eruend pretty tuch in the atmosphere there still, and the professor does a good 
deal more authoritative influence than he does here. 

Now, there is one other thing and then I will be almost within ay linit, 
end that is the manpower losses in “urope which wouldbe bery hard to exagzerate. 
They are of two orders, One is the manpower lcss that took place in 191) and 
1918, «hich is showing itself in the group over 50 in Europe, and they are 
simply minus an enormous number of persons, 
fake a fellow like Henry Loshay, the French physiologist, on a Saupsing 
basis. I said to hin, "What is your experience?* And hes aid quite simply, 

8] graduated from the University of Grenob in 1906, eid there were seven of us 
that graduated with honors, and Iwas the only one that survived the first 
Gorld Warf. 

how, it is extresely hard to inprove the importence of something that 
isn't there, Decause it is hard to prove its absence first of all. It isn't there. 
Bat it is 2a trexendous less. On topd of that, the French: seffened avery heavy 
loss during 1543 when the Gerzans took out 280,900 Frenchmen tnat were making 
their living particularly in occupied Frmce, ad put them in prison camps and 


cnly 28,000 herve ever been heard of, That is not m 


a forbiddadle thing, . 
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The -eed of higher e@ucation there, a fellow naved Pierre Shaei, I esxed ° 
to confirm thet stery, and he said "Yes, that is subster.tcally true, but you 
herve left out one thing. If the Germans had cade that list in 1941 or 190 
and had gotten all of the young French who about that tice slipped uncer- 
ground," in other words, if they had had the full choice early in the war 
and had taken 280,050 and then these were his words, and he was speaicing English, 
"I would not expect France to get to her knees for the next seventy-five years." 
You can see the meaning of that. Their potential families are gone, and 
the tradiftion of hard work and honesty is gone, end that is the lest thing. 
It is a somber thought to close on, but in the occupied countries for nearly 
five years the smart thing for young people to do was to cheat the governnent 
because the government was the government of a strange., of a fcreigner. And 
all you can say rather bitterly is that all of the yoing people learned to be 
¢ ooked and now that the government has become their own government they don't 
yet know the difference and there is a very substantial loss in general public 


difficult situation. ; 
Scientifically I think it is avery spotty picture. The countries that 
are scaething like what they used to be are Sweden, Switzerland, and to a 
certain extent 5ritein, with qualifications in Britain that you know as well 
as I do, nacely the food difficulty and the shortages all along the line. 
Tnere are spotty ren of brilliance Living under great handicaps scattered alt) 


over the rest of Europe. 
The financial situation and the political situation and the profound 


morality and in the ebsence of the leaders tho were removed it is a very 


uncertainty es to what in the hell is going to happen next sits like a cloud 


over ssarybody, and a girl in our office told me in a very intelligent way, 
Tek sey 


a fine girl, 52 ysers old, so she wasn't a stripling t 
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That is one thing that I don't have to of." 

And that is very much the etmosphere. It is one in which we not only 
lead the world in terzs of our opportunity, but there are hardly myo ther 
entries at the moment, excepting in individual brilliance which is-having 
a darned hard time because of the linitations all along the line. 

D2.320%%: Bow do you account for the fact, Allen, that England, despite 
the difficulty it has been laboring under and is still laboring under, is 
still doing such extraordinary good work in the fundarental aspects of 
science? Do you think that is momentum and tradition, or shat? 

D2. G53: I think it is partly momentum and I think that they did not 
have anything like the manpower losses that they had in the first "orld iar, 
and I think that the English have this thing that I referred to, nacely, 
with lirited =aterial, they sit oom and say, "Well, if we can't do so cany 
things, the things that we do do we hadtetter select with the greatest care.* 
They have done that, certainly, | 

DR. BROMK: I was hoping that you would say that, because I think tha 
that bas a lesson for us, 

DR. G50: I certainly do feel it, and you teke X-ray crystelography 
as applied to proteins, The English are right on the ball there end they are 
having a hard time getting the instrmmentality that they want. There are 
other things that we don't realize, or the majority of us don't realise, nd 
I think it may surprise you to know that 58 percent of thes tudents et Oxford 
and Canmbridgs ere on fellowships, and they are fellowships accorded very 
definitely on the Sasis of student performance, 

Toat is a pretty big feattion. The English ere raking a change there 


far greater than we realize in the direction of Sa" boy 
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thet really shows very ceZinits prozise. Ours on 
sp:exing is nore or less education for every>ody. 

Sore of these thincs I feel very much as though I were talking edout 
denestic life with my wife present, and Dr. Stern, heve you got scze qualifi- 
cations on these generalities? 

DR. STERNs I haven't been in Surope for fifteen years or ocre, Sct shat 
you say is so similar to what I knew from xy omn tine that I heve nc to 
qualify it. 

These things which ere going on in England, should they not very soon 
change the feudal aspects of British universities? 

DR. G5GG: They are changing to a great extent. . 

DR. TERN; You did not speak about the quality of scientific md 
medical general work in Europe, I remember during the war, you once gave 
a speech in which you pointed out how very cuch importent work was ‘zing dane 
in Surope, and that we should not overlook this, How is this now? 

DR. GREGG: There are tro or three things that are very interesting. 

First of all I actually believe that there is something that one could call 
the originality of isolation, It is an awfully smell number of valid trtths 
that cone out that you can discover because you are isolated, but ‘ke Yonet's 
operations on the fore-brain, I don't suppose that — a clinic in the 
US or in England where sonebody would bave to, so to aod, in iggopance and 
isolation, proceeded to scoup out people's fore-brain to the tune that Ionek 
did, but nobody cared, He was completely alone, and nobody knew xything 
adout it, and he coxes across sonething that is of considerable value. 

It is the same thing sith electric shock therapy coming out of that 


Italim clinic, there they try everything under heaven, and they try it in a 


considerable ceasure of isolation. ; 
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There is also this trexendous erptesis on individuality w hich hes 
souie very int2re-=ting aiventezes. I know I used to think that freedom 

was just a pleesure principle, but the more I see of this, the surer I 

am thet nature ty her many experiments manages to survive because she 

tries so demn many different ways in genetics combinations, to produce 
sorething, and doesn't care if it is different. 

The Zuropean University reminds me a little bit more of what in this 
country would be celled an 4a<fubon Bird Club. It is a collection of people 
who are interested and who withdraw from the rest of society and exchan ge 
ideas. This is a trenendous exaggeration, but it does result in the. 

Theat is much more the atmosphere of a great many of the universities 
then it is with us, and out of this tremendous originality or this not 
necessarily tr2cendous driginality because they are not more original than 
we are, but uncer the encouragement given to originality they still produce 
these things that we shall have to watch pretty carefully. 

This is the time to finish the speaking, end thmk fou all for cozing, 


very much. It has been a pleasure. Tomorrow we meet at 9230.’ 


(Thereupon, the session adjourned at 5:10 p.m.) 
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The eleventh meeting of the Program Committee began at 10:15 A.M. on 


jamary 12, 1951, at Site B. 


Present: 
" A. hi. Brues, Chairman. 
Re. J. Hasterlik 
L. D. Marinelli 
F.C. iticlean 
J. E. Rose 
R. E. Zirkle 
E. L. Powers, Executive Secretary 


R. L. Cardvell 
J. S. Schubert (part time ) 


Reorganization of Research 
in Biology, liedicine and 
Radiological cs 

(See Mimtes of 10/6/50, 


Dr. Brues noted that Dr. Schubert was invited to this meeting in order 
to discuss with the members of the Program Committee the relationship of 
himself and his group to the research activities of the Division of 
Biological and ijedical Research and to the service activities of the Health 
Services Division. For Dr. Schubert's benefit, Dr. Brues reviewed briefly 
the scope of the reorganization plans as discussed im the last meting. He 
recalled the general opinion that the Schubert group belonged programmatically | 
and administratively within the Division of Biological and Medical Research, 
but that some responsibilities toward the bioassay functions of the Health. 
Services Division should be maintained by the group. In regard to 
Dr. Lawrence S. yers, Dr. Schubert said that he felt Dr. Myers could not 
be ‘tisfied with an entirely routine job, but that liyers would have more 
. m the future to develop analytical methods which are needed for fecal 


\ 


*m.,ses. The development of these analytical methods and the assistance 


i 
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to investigators in #3 analyses and to investigators 
dealing with low levels of C+4 would constitute an azcunt of zesearch 


eel that a special group carrying such a name need be set up, it should 
@ agreed that one of the responsibilities of some group (e.g., Special 
len “ 


: Huan Radium Studies 
| (See Liinutes of 11/17/50, p. 8-59) 
There was brief discussion concerning certain legal aspects of the 
Trent study of toxicity of Ra in humans. One of the questions being 
smSidered by the Legal Department of ANL is the acquisition of bodies of 
*T3ons known to have ingested Ra. It appears that a Supericr Court order 
3 exhumation with the consent of the nearest relatives is all that is 
“essary to obtain the bodies. If there is no kin, a Sucreme Court order 
*7 needed. Dr. HicLean pointed out that a person, when placed in a mseuwn, 
-3 considered by the courts to be legally buried. Dr. dasterlik could 
*-FtSee no serious problems in obtaining authority to exhume the bodies of 
““3 people of interest to the Ra group. 


7 


oi Dr. Hasterlik said that one of the Ra patients, irs. %., is becoming 
ssste ill and it is likely that she will die in the near future. This 
“sient is of particular interest: because external Y ray seasurements 
~“tleate a total Ra content of 2 wg. The usual experience has been that 
. “Otic symptoms are not demonstrated by persons containing less than 
|B. For this reason, all other possible diagnoses mst be carefully 
“4 out, and to this end a biopsy on her foot is planned for next week. 
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, arnold, who has had no military experience, was requestec of his 

“iard a deferment to July 1, 1951, which marks the end of his tera 

x fellow. He is investigating autoradiographic means of locating 

we ct the present time in view of its concern with chronic effects 
37 ~ radioactive elements. 


-s, Brues expressed the opinion that a move to retain Dr. arnold in 
: f:eid in which he has been working for a year arc a half ari for 
- .e has shown some eptitude should be considered. 


.2. ReLean said that it was his experience that Draft Broads should 
.¢ dealt with by persons other than the individual and that the aray 
.t be dealt with after a person has enlisted. He felt that the Arny 
sities show much more sympathy for an appeal for the efficient 
..22tion of a scientist or physician than the ordinary Draft Board is 
-.7 20. Hr. Marinelli recalled General Cooney’s appeal for referrals 
-imutes of 10/6/50, p. 4-22) and suggested that should all else fail, 
‘mle be recommended to hin. 
Pa 
>. Looney, who is responsible for a large part of the adzuinistra- 
\— -f the current studies on the metabolism and texicity of Ra in 
:. seings, is in the Organized Reserves of the U. S. Navy. Up to 
. ‘is Commanding Officer has shown a willingness to cooperate and has 
-3 Rim to remain with argonne. Or. Brues Zeit that a continuance 
' .3 type of deferment should not be expected and wondered if a more 
‘. policy emanating froz - Bg level is not in order. He expressed 
* tidef that the administration of the Laboratory is not amcous to 
* ihe initiative in asking ae assigmment of military personnel on 
“ul duty here at the Laboratory. Dr. Brues said he would attempt to 
' ver the mind of the Committee on Medical Sciences of the Panel on 
tl Aspects of Atomic harfare, National Military Establishment, 
_“*FRing persons like Dr. Looney. 


-oncerning draft deferzents in general, it was agreed that it would 
“Sy wise for the Laboratory to have a paragraph on file for each man 
"Sting a request for deferment, describing the particular way in 

"s Re is contributing to the research of the Laboratory. 


Canc t 


“>. Hasterlik discussed briefly the research program of the Argonne 
““? dospital. It is his understanding that the argonne Laboratory is 
*-94 to assist in the determination of the research program to be 
“:*t out in this installation, and he requested sembers of the Program 
.. "38 to consider the kinds of problems that are properly and most 
“tently investigated in.it.. The program is to be discussed with 
' “@Beshall, Director of the argonne Cancer Hospital and Dean of the 
/ ; 
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vision of Biological Sciences, in the very near future, and Dr. Hasteriik 
.gned to have some definite proposals ready for consideration. as parts 
* @ general discussion concerning the program, it was pointed out that 
¢ current investigation of toxicity of Ra in human deings is an excel- 
st example of the kind of activity for which a hospital is needed and 
23e for which the argomne Cancer Hospital is intenied. The argonne 
seer Hospital can reasonably be expected to scrovice the access to 
» indeal material needed by the Division in its cancer investigations and 
seainly the hospital is the proper place for experiments involving 
-sioactivity'in muman beings 


‘Concerning the last subject, Mr. harinelli asked if there is a 

eral policy concerning man experizentation. Dr. Kclean said that 

~@ Advisory Committee of the Division of Biology ani ixedicine of the AEC 
13 been approached several tizes in the past for a general policy and 

*3 refused to formulate one. Apparently, proposals for human exeri- 

‘ss with radioactivity will continue to be judged on an individual basis. 


Toxicity Latoratory 
to the present time, the Toxicity Laboratory has been supported 
” Gw Division of Military Applications through the Division of Biology 
‘ medicine of the Commission. Dr. clean felt that further support on 
:3 basis will be difficult end that it is not likely the present con- 
*.3t which expires October 1, 1951, will be renewed. There are no 
*sications as tc what will happen to the facilities mr to the persons 
"soyed by the Laboratory after expiration of the present contract. 
*. CLean listed several possibilities — 1.) It zay return to the 
=scal Corps as the type of laboratory it was during the last war, 2.) 
- “ay retain an interest in radiation biology but be supported by one 
s=e Services. For example, the Air force which has a mnsiderable 
**Pest in the deleterious effects of radiation, their prevention and 
*‘Tapy, has no facilities of its own ani it may be interested in ac- 
7:ng one, 3.) The Toxicity Laboratory aay continue to be occupied 
= and civilian defense and atomic warfare as an independent 
“Fast, or as a part of the argonne National Laboratory. ; 
__ tt is De, McLean's impression that # proposal to {Incorporate the 
*stity Laboratory into Argonne Laboratory would not be unwelcome in 
“tin quarters and that the facilities and certain of the personnel may 


70d On problems relating to civilian and military defense (see 


+8 of 1/12/51, p. 11-80). Dr. Powers said that he doubted that the 
~-—3tration of the Laboratory would feel kindly toward assuming re- 


,” “lity for the physical plant on the campus occupied by the Toxicity 


ary because of the Laboratory's current heroic effort to consoli- 
* graphically, 
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of CP-3, the nucber which just makes possidle Lethal excosures 
s in reasonable lengths of tize. Drs. Zirkle ard Vogel are to 
sh Dr. McCorkle to settle design questions and it is likely that 
source will finally become available to the Division. 


city Test 


“Jack Schubert's desire for a test in humans of the toxicity of 
carboxylic &cid was discussed. The compound shows some promise 
as @ remover of deposited Be. Obviously she Laboratory should not 


irectly involved in this sort of testing progres, and it is sug- 
al house could be persuaded to handle 


hat perhaps some pharmaceutic 
similar tests. ‘The Chairman said he would inquire of the Medical 
{ the Division of Biclogy and hedicine, Atomic Energy Commission, 


36. 


_ Human Radium Probles 


3s @ patient referred to previously (see Mimtes of 1/12/51, 

aj articular interest because the low estimated radium context 

ical symptoms of radium poisoning demonstrated by her, underwent a 

last week. Definite diagnosis of fibrosarcoma has been made. A 

of the biopsy material has been sent to Dr. Robley D. Evans for 
determinations. Dr. Hasterlik also reported serziing to the New 

erations Office information from the Barker files concerning certain 


dlyses which the U. S. Radium Corporation had made at one time.. 


@ other item was reported for the information of the Committee. The 
. Who was interested in running a newspaper story of the toxicity 

=as been consulted. This individual is an employee of the State 

; * Department and his motive in this instance was to demonstrate how 
stitutions are cooperating in scientific research. ‘hen the delicate 
of this particular research was explained to him, he agreed not to 
“is publicity until such tine as Dr. Hasterlik thinks it proper. 


Mesothorium 
“trespondence between Ww. P. Norris and H. Deplanche of The Rare 
“3 and Metals Company, Inc., 21 cast 4Oth Street, New York 16, New 
“*sulted in their offering the Laboratory 8 to 10 mg Ra“© (see 
*Be€ 1/12/51, p. 1-81). If the Laboratory were willing to divide 
( to lots of 8 to 10 ags, the Miner gis Company would waive 
\ the Ra@28, Otherwise the only Ra“° (mesothorium bromide) 
“le from them at the present tine is a tube of Ra . 1 162, which 
“Med on April 22, 1944 and measured last on February 17, 1950, as 


‘sting 69.1 mg Ra equivalent. ‘The cost is $35.CO per mg ex-warehouse, 
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vt ty Ee. Wahl, namely 50 uc per cubic meter of air as To or HT, is the 
== permissible level recomenied by the International Commission on prél 2 
ot ny Protection (see Nucleonics, February 1951, pp. 70-74). Mr. 
: pointed out that this figure differs somewhat from that used by this 
‘satory at the present time as the mpl for operations. Allowing 
shcoek total dosage, 23 uc/m is imticated. Since an allowance for 


3 to other radiations must be made, 10% of this figure, or 2 uc/ 
aS p » fe the mpl for Argonne operations. 


The need for experinents on 
svar and metabolism was briefly discussed. 


Human Radium Studies 


cr. McLean told of the recently initiated conferences with various 
--:se@ members of the division concerning the decontamination of persons 
a This group will contimue as one of yty~ wy vee 
> described (see Mimtes of 10/20/50, Appendix I, pg. 5-28). 
“ik reported that his recent examination of the files of the . S. 
* erporation reveals the disturbing information that beginning in 
.* chere we 5) rather free substitution of RdTh (Th228, Bi > = 1.9 years) 
hy ( ) in the paints used for clock dials. ‘he contents 
{Fes 2 to 25% of the total activity, indicating great difficulty in 
<8 he ovaginal aserhy $8 9 pameeeer SSE. Furthermore, it 
a} ieee ee city in addition to that of 
It seems likely that the dial painters will not constitute 
“arce of information concerning Ra toxicity in humans. 


Consultant s 


* <2eS announced the intention of the Division to contract with 
= ~ard Wainwright as a consultant. Dr. Wainwright was formerly 


“ss. He is interested in radioautography and will assist ani 
ad ~ivision in this field. 


* £ = Comnit/ 
"““\ Sng adjourned at 11:30 A.M. 


= = _ 


E. L. Powers 
Executive Secretary 
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_L§s_Alamos, New Mexico 
Summary 22, 1951 


Dr. Alberto F. Thompson, Chief 
Technical Information Service 
U. S. Atomic Energy Commission 
1901 Constitution Avenue, N.W. 


Washington 25, D.C. 
Dear Dr. Thompson: 


I find myself concerned in the course of duty with the 
review of papers relating to human experimentation. 


It has been suggested by various persons here that 
there exist regulations or policies of the AEC on 
this subject, e.g., a paper by a committee in Biology 
and Medicine, but I can find no definite information 
beyond the idea that these regulations are comparable 
to those of the American Medical Association: that an 
experiment must be performed under the supervision of 
an M.D., with the permission of the patient, and for 
the purpose of seeking a cure. 


For _ personal information, can you tell me whether 
there is any definite AEC policy on this subject, and 
what the policy is? Are there any staff papers 


available? 
L very truly, 
Leslie M. Redman 
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‘March S, 1951 


Dr. Alberto F. Thompson, Chisf, Technical Information 
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First, in a letter from Carroll Wilson, General Manager, 
te Dr. Robert Stane, University of California, dated 
Bovenber 5, 19:7, appears the fcllowize fron « statement 


of 
(Db) that the patient give his complete ani informed 
consent in writing, ami (c) that the responsible 
nearest of kin clre in writing a siztlerly complete 
am informed consent, rwrocable at any tim during” 
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gunnct:  Propeaéd Weens of Proper Authorisation and Safegu ard in Use ef Radic- 
° ‘ Ieetopes. 
Bncl: (1) Copy of PERNISSION TO USE RADIO-ISOTOPES 


(2) Cepy of AUTHORIZATION BY THE ISOTOPE COMMITTEB" FOR THE USE OF A 
BADIO- ISOTOPE 


1. Mmolosures (1) and (2) ws for comments as to legal value, 
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Date: 


1. It is the request of this petient 
that (he-she) be given « (tracer-therspeutic) dose of 
the staff of the Redicisotope Laboratory. This laboratory is supervised by 
the Hospital Board for the Control of Radioisotopes in Human Patients. 


2. The patient understands that all redioisotopes used in this 
hospital are obtained from the Atomic Energy Commission for research pro- 
jects. 


3. The method of administration and general plan of study have 
been approved by the Medical Committee of the Atomic Energy Commission 
and the local Cosmittee for the Use of Radioisotopes in Human Patients. 


4. It is to be understood thet the U. S. Navy, the Naval Hospital 


at Bethesda, Maryland, its agents and its personnel assume no responsi- 
bility for the results or effects of this study nor of its interpretation. 


(Signed) 


(Signed) 


(Witness) 


(Witness) 
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“2S This etudy detercires the atility of the thyroid to concentr:.= te tie 
The arcunt and distribution of the racioicdins is seesurec by 22°75 © -es 57 
Luller counters on the skin ove> the thyroid clari. The anount >». = *.7:. 3} 


1¢ 
excreted in the urine is measured in specimens seved over ac nerici <f = nut. 


2, The referring docter should discuss wits the nedioisotove Li: --. + > 
cenz use of the following: 
(a) Thyroxine, ror: lthiouracil, or ar- tyre of hormone there: 
(b) iecine ronteinine - reparetic:.s: 

(i) Lazol’s soiuticn or syrcr of tivcriozi: acid. 

(2; Diodrest (I1.Y. and retr: race --elorre.s. crteriorracs. 2:6 

of sinus trac: ). : 

(2) Liriogel (Suoncho-wams. iniectisa of ginus trects). 
(2) Tantor: s2 Cyclerras). 
(3; Prdedex (Gell tledder s:: ies) 
(4) KE (lc: coteran. couri. neofeines. ¢.- Er: 
( 
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i 
aPorel (sledder snt vr: fra intescicys: 


(2) “ndoesunetes (Hypertesj sn toscecr) 


($; “hiswertn (usrectisl Ii. cetce 

af) Medcecin anc .i:infof)er 2.202° 23.22ele 

(ll) Dided sf.-:orse*: £:: (Seen rece. reucie:? 

(12) Vicfes:. (Skir . irtrisn 
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5. Uri:z Collections: : 
Save aii urine ire: the ine o. tiie é:se oi for £2 i :uc: . 
ut listed belo:. Save +:: accoscance with the labels or * : 
furmisned Use cnly the containers furnishea by this ii: 
Collzction sched:l?: «iil de. 
12 hour srecizne. 
2, hour speciren 
L8 hour specinen. 


6. If there are any questions, call tx fadioisotope Laboras-:  «” 


7. Tine of dose 


wo fvod or drizix efter 
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Please insert this »a:2 es pari. of tic Petient's chart. 
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Wase: Hospital Admissior Ko. 


autopsy No. 
Isot Adsinistret ion: 
Isotope Treatment or Tracer Dose Sate adiinistered 


Results c- hadias Survey: 


Highest neururenent external skin carface 


Highest eeasurenent inside body carity; 


its viscera intact 


«ita visoera removed 


Highest measurezent external skin surface after viscera renoved 


Remerks: 


Thie certifies that the renains of 
have beer examined by Kadiac Survey en 
of 6 mr/hour. There will de no heelth hasard spunbond by the mortician perfor ir; 
the embalming provided he wears rubber cloves. 


Radiec Survey Officer 
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RADIOISOTOPE LABORATORY REPORT 


TRACER STUDY # | 


Patient’s Name 


First Initial Age Weight Height 


Date of Request Rank or Rate 


Ward or Out- Patient 


Provisional Diagnosis 
Reason for Tracer Study: 


‘Doctor Requesting 


“Head, Radioisotope Laboratory 


Chief of Radiology 
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RADIOISOTOPE LABORATORY REPORT 


THERAPY ¢ 

a —First initial Age Weight Heighi 

Date of Request Rank or Rate Ward or Out- Patient 
Provisional Diagnosis 


Rationale for Radioisotope Therapy: 


Doctor Requesting 


Radiation Tissue Dose 


Estimated Tumor Dose: 
Estimated Skeletal Dose: 
Estimated Total Body Dose: 


“Head, Radioisotope Laboratory 


Chief of Radiology 
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Date >ecelre: Senarseect cf t3e ‘err 
Date sass Drees of Medicice ess Sgr 


Saseiss:se 25, 3. S. 
28 Septeams= 19S 


MANTAS iY TRE MESSSLL SEPARTOOT 
ASTANCS SUANCE 1-3 
She chasges listed Serein are effective upam receipt. Insert <his chacze is Srest of 


» and aarkr “1-J3* cppoeite the below Listed articles and 
Tae syabel “i-3" imdicates that *his is Se <hird adrance 
ted 


AL Re 


Catef, Sureac of {cise asd Surgery 


aes 


Summary of is=icles asd Subaerticles Affected 


Yel} theougs 1-19 5-10 16-7(2) 22-22. ¢3) (a) 23-106(1) 
3% 16-3(1) 16-2 23-2 (MORTELT, MED-os) 


1-13 tie cugh 1-19 New articles 
Sectics I7. RESEARGE 
Article 


Bepertmentation ap Pervemmal <« ww ew ew ee ewe ew awewew ewe ewe ween eeeeees 
Trials ef Comercial Items, Specialties, and Pharmecoutionl Products < < « « « « « « 
Teemiecal Reparts and Public Acleasees ecrcreeeoneeaeeoeeeeeeooees 


opment (ert. 1-12(25)). 
. (3) Bevel bewpitals and ether neval acdi- 
(4) There shall be se fixed apportion on] aetivities are encoureged te conduct clin- 
mest of basic research and applied a de- ieuwl resvarch, ineloding studies of diseases 
velopeental research. end injuries, statistical recards of series 
of cases, eppropriate therepectic trials, and 
1-li. Scope oteaer phases of clinical investigetion. The 
research projects and the therspeutic trials 
(1) The flelds of research stedies in must be anthorized by end reparted to the 


medicine, dentistry, end allied sciences 
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APPENDIX 7 


? 


MANUAL OF THE MEDICAL DEPARTMENT 


Manual of the Medical Depertnenc, 26 September 1951, Section IV, Re- 
search Arcicles 1-13 through 1-19 ere reproduced belcw: 


1-17. Experimentation on Personnel 


(1) Experimentel etudies of a medical nature involving persons irc 
the Naval Establishment ere forbidden except when the experimental design 
in each case has cecelved the prior epproval of the Secretary of the Nevy. 
All euch requests shell be forwarded via the Bureau for consideration end 
recommendation to the Secretary of the Navy. In the case of silitary per- 
sonnel or their legel dependents, recommendations on requests received 
shall be made by the Bureau and forwarded to the Chief ef Naval Personnel, 
the Commendent of the Merine Corps, or the Commandant of the Coast Guard, 
as SOPTRIELETS, prier te eubsiseion to the Secretary ef the Navy. 


(2) Participation by personnel of the Navel Establisheent. (mili~ 
tary end civilian) shall be on «@ voluntary basis only. Volunteers. vill 


pot be required to execute a release from fucure liebility for negligence 
attributable to the Navy. Such etudies shall in no vay incerfere vith the 
training or other perforzance of nornsl duties of the personnel involved. 


(3) For each instance a@ statement shall be entered inte the indi- 
vidual'’s Health Record indicating the project number and the physical and 
psychological effect, or lack of seme, resulting from the investigaticn. 
In case of civilian volunteers, the commanding officer shall cause « sini- 
lar entry to be recorded in the individual’s personnel file. 
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(2) The selection and asproval of sesearsh sro- 


through the OfSce of Naval Research, and 
_Drovision of medical and dental infermaticn to 


— facilities: and the special opportunities cfered sy 
@3i-crade perscccel shall be encour- the location and environmen: of particular estab- 
gatcrs ill be gives the greacest possible freede=m 


consistent with naval policies asd the secusity resu- 
“proper authorities, via oficial channels. and will 
— with research activities in foreign 
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Loren B. Poush, Code 11, USN, to Code 74, USN 
(Bureau of Medicine and Surgery) 18 October 1951 
("Legal comments relative to proposed means of 


proper authorization and safeguard in use of 
radioisotopes") (ACHRE No. NARA-070794-A-4). 
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‘28 Oot 298% 


‘ame Aan WAMA- OF6%54-A 
Peon Code 12 
feos Code Th 


Sthjt Legal comments relative to proposed mens of proper suthorizetion 
and ecfeguard in use of Radicisotopes 


Refs (a) Code 7h meno of 18 Sep 1951 to Code 11 


1. MEmelosure (1) of reference (a) consisted of a blank form which vhen executed 
by « patient or responsible next of kin would permit admiesion of radicisotope 
medical diagnosis or treatment. Enclosure (2) consiste of e« form vhich when 
executed by the "Isotope Committee" for the =se of a radicisotépe in the case 
of @ specifically named patient would authorize ami direct the staff of the 
radioisotope laboratory to eduinister the approved dosage, 


@. Attached also to the file where come forms collateral to application for 
euthorisation of use of radioisotop: s. 


3. Previow informal Mscussion by Code ll on tids subject indicated that sone 
concern existe in the Burean with respect to the liability of the inlividial 
medical officer md to tle liability of the Goverment for other than conte- 
plated results in this category of dlecnosis and treatment. Any suc’: liability 
depends upon whether or not the rosponsitle medical officer devoted a:propriate 
care uwoder the circumstences,. In other words, if proper ca:e be devoted to the 
treatment ani the trestaent be at the sae time reasonably accepted by specialists 
in the field, no liability arises. The acceptance of this treatment by special- 
ists in the f.eld would be denonstreted presim .biy by action of the Isotope 
Committee executed on e form sinilar to Enclosure (7). In the event that Cods 
7h did not consider the Iootepe Comzittes to refersent specialists in the field, 


he The legal effect of Enclosure (1) may be considered in tue the 
first sense a stateent by the patient that the hoepital end the doctors esncerned 
are sbeolved of responsibility (liability) fer results er effeete of “etady" or 
ef “interpretation” and "release from responsibility resulting fron mforesem 
effects" is subject & the legal principle: 
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$. In view of the foresoin:, there io no legal objection to the u2xq 2! the 
proposed fori®, Any ins tractions : 
state as brs-“ly as possible the reasons for bavine such ststenmts exec ted. 
At the sxe tine medical officers should be reminded that liability <c ‘cn is 
upon noplig-nce in the pe-formence of duty md that sf te care ‘n the 
use of nar revedies whatever cnould -¢ required, shat cons epee 
‘care will arain vs @ qestion which may de enswered only by sxeci1i:%> in 
the field, [t tc mt nrece2eorily incuz-ent upon the Lurean to atterpt to 
odtain « enccified definition of a>propriate care unter the cirerwtainces, 
There ill be, hovever, some imtic: tions fron experience of -wocedurey «::ch 
should not be used and knowled;e of these procedures as ecquired chould be 


ee © Oo Sew Cees Com Camere, Geee oe Gee Ome 


Ye Melosures (1) and (2) are returned byrewhth, ‘There is alse returned 
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Propéséd Means of Proper Authorisation and Safegu ard in Use of Radic- 


Isotopes. 
Bncl: (1) Copy of PERMISSION TO USE RADIO-ISOTOPES 
(2) Copy of AUTHORIZATION BY THE ISOTOPE COMVITTEE” FOR THE USE OF A 


RADIO- ISOTOPE 
1. Enclosures (1) and (2) forwarded for comments as to legal value, 
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TeoTore 
Date: 7 


1. It is the request of this patient 
that (he-she) be given a (tracer-therapeutic) dose of by 
the staff of the Radioisotope Laboratory. This laboratory is supervised by 
the Hospital Board for the Control of Radioisotopes in Human Patients. 


2. The patient understands that all redioisotopes used in this 
hospital are obtained from the Atomic Energy Commission for research pro- 
jects. 


3. The method of administration end general plan of study have 
been approved by the Medical Committee of the Atomic Energy Commission 
and the local Committee for the Use of Radioisotopes in Human Patients. 


4. It is to be understood thet the U. S. Navy, the Naval Hospital 
at Bethesda, Maryland, its agents and its personnel assume no responsi- 
bility for the results or effects of this study nor of its interpretation. 


(Signed) 


(Signed) 


(Witness) 


(Witness) 
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‘he This st.uty detercires the atility of the thfroid to concentr::= ‘cline. , 
The ariount and distribution of the racioicdins is reasured by :.e2:5 °. -€1_¢> 
“uller counters on the skin over the thyroid clarj. The amount 2. «= ') ti: Ju 
exc>eted in the urine is measured in spetinens scved over a neris: <f = bout. 


2. The referring docter should ciscuss wit: the :2cdioisotone Li: --' + '2: 
cenz use of ihe followinr: 
(a) Thyroxine, prop: lthiouracil, or ary tyre of tormone therary 
(b) iecine containing : reraratic:-s: 
(1) Leo's soluticn or ayrve of tivdriozis acid. 
(=; Diedrest (1.¥. and retr. rade -velor:re.s, erteriorrace, i. “ie ocr 
of sinus treess). 
) Lirictel (Buoncho-vams. ingectiaa of ainus treets). 
) iaster, ce Cyelezrare j. 
3> Prictox (Gell tladder s+: es) 
YET (lic ecterem. cougi, melteines, ¢.- Erowa's listure, 
Ss aPlvret (dledder ond ir: hral infesei ors: 
} “hhotranetes (Fypertescz! in therest} 
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\ .92'5 as = Erkg (O4 . -inior: _- ee Rm ES Sele ’* 

fas Ro” of  - f= @ eee@ane hea * had 

(li) Didiod :fu-:orses: 2:: (Sec8 cues ev sscie?-. 

(12) Vicfox (Skin « irtreni 

(i273 a <f : ‘s eiaee at: > 
Be eee Se. wah. Seeker ee £e0:° 64 7.07 BS UPR oO GB. 
QE of Urs scaccwing &..6 Stes: Less. ean’. wf 6. ou GF 
Liar, BUST ot G&S G:.o fake) Hic dt tere om 


neathes are 2... 


£. gods co. “398 BH LES OF co et awekh 3. Vhs sette:% 4... 
: aan Sih. oi. ae ian. é : * 
hours rrecseii.« enn th: aivst Ge wars cf thx St. OES LT. 


den has loose or frecie:t stoe..3, ce it mertives ws te lei: 
the stcols fcr -cssiti? radicic:.ne e.dirinction .7 tais reste 


5. Urine Collections: 

Ssve ail urine frem the ‘ime o. the dese on for 423 ' suc: : . 

ts listed below;. Save i:: accorcance with the labeis or‘). |... ° 
furnished Use cnly the containers furnished by this ia: < 

Collection schedul? «ill de: 

12 hour srecizne; 

2 hour speciren 

L8 hour specinen.. 


6. If there are any questions. ca.l ti hadioisotope Laboraicr 9 @:: 
7. Tine of dose 


iio food or drink efter 


——<“Sour da: ‘ort (eee tae 


Please insert this »ac2 as pari. of the retient's chart. 


coerced: 7le6(44 

QECORDd GRoo?P: #352 

EPTR?: FISC 

FILE, A\S-3/PO 
\A5 1 
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vase: Nospital Admiss fow Ko. 


q 
autopsy No. 


Isotope Adninistretion: 


Isotope Troatment or Tracer Dose Sete adiinister 


ed 


Results o- bajias Survey: 


tighest neacurenent external skio carface 


Highest measurenent inside body carity; 


ita viecera intact 


«ita viscera removed 


Highest measurement external skin surface after viscera renoved 


Remerks: 


Thie certifies that the remains of 


have beer examined by KRadiac Survey and is below the aocepted tolerance dcse-rate 
of 6 mr/hour. There will be no heelth hasard involved by, the mortician perforr ir.z 
the embalming provided he wears rubber gloves. 


Radisc Survey Officer 


CoeLeED: 7[e(44 

RECORD GrocP: ¥32 

ErTRnyr: Fisc 

eric. Ave-7/po 
\A51 
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, TRACER CASE @ 
& 


RADIOISOTOPE LABORATORY REPORT 


TRACER STUDY # 


Patient’s Name 
an First Initial Age Weight Height 
Date of Request ———fank or Rate’ #§$Ward or Out-Patient 


Reason for Tracer Study: 


CoALeD: 7(6(44 

RECORD Groce: ¥352 

EerTKT: Kise 

PFri.e, Ave-7/ppo 
\A 51 
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"Head, Radioisotope Laboratory 


~ chief of Radiology 
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RADIOISOTOPE LABORATORY REPORT es 
THERAPY # 
meee name_ ~~ First Initial Age Weight Height 
Date of Request Rank or Rate ard or Out- Patient 
Provisional Diagnosis 


Rationale for Radioisotope Therapy: 


Doctor Requesting 


Radiation Tissue Dose 


Estimated Tumor Dose: 
Estimated Skeletal Dose: 
Estimated Total Body Dose: 


Head, Radioisotope Laboratory 


~~ Chief of Radiology 


| coALeD: 7le(a4y 
RECORD Grooe: *5Q 
| | SeTRT: MISC 


Fria: Ave. 2 /pp 
\AE | 
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«DISPOSITION FORM 


- 


FALE RG. Sussect : 
MEDDY ; Draft of "“Agreczent vith VYelunteer” 
Te “ fom ded oie, COMMENT NG. 1 


2. Request clearance for approval of this agreement by the Arcei forces 
Epidemiological Board. “ = 


DD ate 96 ep eenpors ' ——_ a 


comme: iahaley 
RECORD GRo Ve: 324 
EWTey; 14 


FIL Ee: Co ~~ On 


nwer D cconses — Wen 
Velo eects ee the 7 
Stvudves- Rb on 


j ‘Quan wens 94 perrenee 
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Ti. eva Me STS USL wuTT 
Smee oF ULICI“S 


Midis ST SITE VULUNTILA 
> SLL & 4 OF Tis. Posi: 


ad 

years «i ov. de berets valusterit; asal, tur pr 
GSS. du bw pOPLicige ts Ae = cies 2d “hii as -GE Cell; aGunG as Ee 
Varalu:; 23 Regqert.cise. This <tey, <3 Sh hss Vite eqpebcsurd Ls =., is 

te wetertnes Saw ctiects 2. Yar.vese virveacs mm the Cuema liver. Tais 

etucy 13 Seles atin Gant 4 Cu Linct Colswen Shwe Comiusion <5 Liver iasecsrs 


uf We pont Deans shemnehehane SOS ons Gp Cale Saline Wlcwuaty 
Couperetium aith, the. carslaw scustt of Corrmctiase 


owe Fela Geek 2 eek be deeds be uucer, oO & plyscicai eancino 
ticw was Corte. tacks ai a Let's action In war ty apccriuic if 
te & See bcbde 3. dewhee vp ee Mee -Socee s titel, volus.ccr ts sdeit 
to tmucui- tius co sch viint .mecdures 38 acy Ge mei ccety te cerry sat 
the atuc;, YW comrs : pugcict. e2Seiciiiaus <3 Liv fecha stiles 
Oe witec. =) neers aasrecery &; Un , mysicien ia char.» onc, tf infictras 
wOTART, te Den trrslnwt es i pr. ecr.cec. If agree thst the prysciciaen-.ne 
Charge shall Se tin stie gute wf Un guration af ime pr riue 57 tesliticen 
acd hocsitelirat: om miccesarz. Il :@ furtier siuverstsoc thst thc Comctes.on 
on Liver Disesc. slvll oo tla gole Sucie a3 te whether amy illucss =ceurting 
éubecqmct to tue tormiuatioa ci Uns ¢zperiz.at is or is aut tie remlt <f 
the eforesals experiscat ena is ur is oot suffiiciestiy sorers w require 
ferthvr aeuical ¢rrm emi Ue accecsarz aureticn thereef. 


The prececsr., wtistizl wenets te = euleae mad rics vl perticipc= 
tiles im tu stusy Reve Geen azplninec te as Gy the phya clou-io-<cher,s, 5. 
George Se kiss ck, ai are uhlsTat.wi By Se, ate L hereby sasuze cl. risks 
vf gach particisatica. £ agree to conperats te tw Sullest asteut 2h 
tle. physicians ccot.cting the stusye 

- 

i widerstand &.at at the camclusios ~i ay avtisrecters p> rilcipe. 
Lic asm the stucy, 1 aa te 66 furucies Ge 4 oruyprinte Certisscatc of Tat 
cea a al terest vi a, volaatery Ccaperctics in the stanwzy- fl. (act that 
i Rav. tus Cwseres voluutery aurwice ty hoaraity ehil te pisers La ay 
efficirs reccree 1 amsersteny Stik the euc uf “v653 per cay while 1 7 
8 part 2f Uas stow a a thee Sarzleans > 
beforsetec, Car <i lege 


Tao Gotha Sebiow 5 Sein; tiliews: to OF port -J sucu e ob.z, I, 
acting for aysel’, ani for wai in bebsl: of cy bears, pi comal mpriseute- 
tives emi aset.se, a Lerety release the J.bcs Evpkins umversity, We 


coftleO: iahaley 
RECORD GRo Ve: $374 
Ewrer: 14 


‘ ROLE: Comaiiem On 


wer’ ® cceceey — Heme 
NMelvcteecs Gor theptins 
St vaves = Fee 4G on 
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Bar, Lens lows ef Cormeen tus Un Arad sesees Byicvedslog.esl Soar 
ead their purvomuel tga all Lietality, insluain,: cleins mc suits ot 


lise oF iu equity, ap Sey Seotay GAGS oe eRe which say result 
oo 


br HIYms: iuinuse, £ Lave hereunto sot ay head this 
tay af » 2952 
——nas ES Tage 
Appreved:__ 


| eoereo: iahaley 
RECORD GROVE 334 | 
EvTe’: 14. 


ROLE: Comaiieumn O- 


Seveves - Feb 


>». 
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REPROOUCED AT THE NATIONAL ARCHEVT< 


FINGA 019 25 April 1952 


SZEMORANDUN FOR PILE: 
SUBJECT: esearch and Development Contracts - Usdical Investigations. 


1. Upon receipt of the inquiry from the Chemical Corps this office 
contscted the Surgeon General, Lt. Col. Sheaan, Legel Section, Ext. 6251, 
Room 106CA of Main Navy and he edvised that they take a form of release 
from such volunteers before they are used as huren "guinee pigs" by the 
contractors with th: United States. Seemingly all the contrsects are 
executed with hospitals or universities and are generally or a cost basis; 
on occasion there is « cos*t-plus-o-fixed-fee contract with s commercial 
orgenizetion. Topy of the relesse was forwarded to tis office, 


2. I talked to a ifs. Johnston, Surgeon Senvral, Ext. 65111 and 
she advised that sho would send t me specimen contract forms. From 
her I understood that they were havin: considerable difficulty in 
connection with possible losses of this kind end that in general they 
are not two convienced that their contract is «@ good one. 


3. ‘Then talked to Col. John 2. Wood, Ext. 65976, Chairmen of the 
Research axl Developnent Board of the Surgeon Generals office. Col. 
Wood edvised that they just had « situation in which the contractcr, 
the Uassechusotts General Hospital, inquired as to whether or not the 
Government would roirburse as a cost under the contrect expendi tures 
they must mske to said volunteors because something aay go wrong 
during the investigation, This matter is still ponding and has not been 
resolved. There is no special clause in the contract on this subject - 
and it is just subject to the general rules of /SPR 15, Contract Cost 
Principle. From Col. Hood I learned that generally the contractors do 
compensate their volunteers; students and prisoners are compensated to 
a degree and as « general proposition all persons who submit themselves 

hese taste are compensated in varying mnounts, depending upon the ne- 

ture of the tests being run, sums involved running from §25 to 3250, 

The only exception is that they do not pay military personnel, and in 
that instance grant additional leave etc. Generally speaking these 
hesards are not severe. Up to this tino they have had no unfortunste 
ocourrence that they know of. ‘The tests are largely quantitative rether 
than qualitative; by that is meant that they use human subjects to find 
out what percentage of then will havo so favorable as rgainst an unfavor- 
able reaction; on occasion however there is some disease that carmot be 
tested by animale but they must use « human subject for purposes of 
determining effect in the first instance, Col. Wood advised me that 
they kmew of only a couple of instances in which there has been a clais 
on behalf of anyone after signature of the so-called releases, One was 
. t TlLlinois but that eltuation resolved iteelf because it 
was shown that the prisoner destroyed the releases and then denied that 
be had signed thom; also the claim was made by the prisoner against the 
doctor who actually sdwinistered it and not the contractor. As far as 
the Colonel knows nothing came of it and it was disposed of al though 

be did not know what court ection took place. 


249 BEST COPY AVAILABLE 


Seemingly also were was one iistamce thet cccurred at Uassaclusetts 
General Hosyitel in «hich. they were cxperimonting Cor shock treatment. 
However, that seemed to have oriked out s+tisfactorily also, 


be I talked ta ir. Shetley of tie Fovy insorance soctivn ard te 
was going & investicate as to what the “evy did in comparable circun- 
utances, ile believed thal they also tick Uinse sc-c-lled releases, 


5, 1 then talked to ‘r,. Fredricsx vy tie «lre. <= otvised hin 
that generally ws could nct srovide any wornmien's compensation forms 
ef policy u c 1wor risks of this ‘ind. If ty © thir’ were on employee 
of Um contrecter, then he is already covered unier ‘he woricren's 
compyns+ ‘ion rlicy of Uwe contrertor. If the sadject vere not an 
employee, thun cf course i: woull Lv impossille % work up such a 
syster as he has in mind; ‘¢ advised that the contractors do nxt 
eer. to considsr these puop i+ as em.jovcss which is uxdurstandahle. 
in connecticr. with use of Fod-s02, 1 told him Uir* if corld be possible 
thet thie fore corld be used ‘ut cnly uy -aployees of contractors with 
the “nited Stetvs, I sent to hin appToup of the ap; licet'on forms 
ad also ‘uid tim * at this was to/use! only when the Sovernment of the 
Unt'ad St-tes reimburse Ure cust theroof and that wo do not intend thst 
it should be unecuraged because each time the policy is issued the 
Jovernment pays tw cost of it. or. Fredericks sdvised that they ‘ave 
had nm difficulty in recruiting peopl- up to this iinw. ile is not 
sure wiother or mt it is necessary ‘tc voluntarily extend beosfita 
beyond sompensetion oaid &. the volunteer, lie a¢vise' that this matter 
wag Yoon current Sor a conzicurable Length of time sn! they are cerely 
clving it considerstion ezain. ile etctes that they do hary a Little 
case wr in which a contractor with *he Chemicai Vorps wants Ww reimburse 
one cf the subjects for sic additional time he lost because he was sick 
for a longer ,~ericd «f time than anticipated; as a consequence tle con- 
troctor wrats ‘he Army Chemical CO rps te reimburse bic such expentiture 
if ie makes ‘1, thit matter hes mot been rosolvec es vet. I alsa ad- 
vised hiz as & whether or not the Departmnt «f the /rey wants to» _o 
beyond legal Liab'lity in furnishing Lenefits to tinve people if scnme- 
thing should teem plece is &@ malter for policy determin-tion by the 
Auief of te Chemical corps and perhape the army O:ief -f Staff. Wu: 
that 2 conamgred, ur. Fredericks is poing Ww send us a copy of his 
specimen contract and 1 edvisud him tat I would inform ‘im of any 
developments useartied in our investigation cs ty hur this alter can 
best 'e handleai. 


Le i. “APY, Dief 
Gontract Ins:rence Er-nch 
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OS01.941104.9031 


FEDERAL SECURITY AGENCY ¢ Public Health Service 


&) 


NATIONAL INSTITUTES OF HEALTH « Bethesda 14, Md. 


A, EE SF RS, SS oS Oo April 3, 1952 


2 hope shat you Sind this draft an aid in sour thinking on this 


ofisult sacter. 


Sincerely yeurs, 


Di>rectsr 
Enclosure ' Research Plamuing Sranck 


WRC: 17 


“29 Oc. teber (994 


Wee Low: OFF -b37S 


LG ~ 330 , 
/ Alum _ 
ee hey ¢ 


Voluateers fer Exper'menta | Keseare | (SA9S 3 \ 
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procedures or therapy that are substantially di¢ferext from accepted gmaral 
medical practices — are a.essential component of sedical research. ‘This 
afters the aly ues of scquiring the ow informtion seceasexy to solve the 
and under ctreumstences which ell) ainizise the dmeguts cf predictalile ce wm 
predictable tusarda. ‘The buxie principle cpan eizich ell suc: ipupstiqnticns 

‘S vex ig that lumen teings bese tmltembis eights tha’ aqamsads of3 citer 
nosiderations thad uy be raised ‘n te come eiftes cf ectense cp cf Op gamma) 
petiice waltar. Therefore, the responsibility af the siyxicias fy the piysical 
end sented wall being cf peroces 5 hts cave acd fp checrverce of the efittcs cf 
bis profession camo be oversidden by ay elems cf sty @ samared wit 
ie intersected int ‘be malattoust’> tetrem the piget==> end peracs & is He. 

Wits these general poioctslss, the follotos eride izes, whicd should 
de considered a3 a got, =st be cbsec ted: 

3. Te perscs tho is coopetens So re ceo fo ee oer 
proced=ss scsi do so. Se cost have leg) copect*ty 2 give comes acd te able to 
exercises fore choice, withoct the intarmenticn cf any elecent of Sree, Sd, 
Geceit, dcoreas, conatraint ao coercion. fe cust bave sufficient mouledgs ci 
comprehension of the sature of the ‘crestigation +o exshle kin to =ake =m 
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«20 
wWerstanding and enlightened decizicn, He mst therefore be told the naire, 
duration, and purpose cf the experi=zant; the asthod and semns by which it is to 
te eendacteds; the inconvertences and bavards reascmably to be expected; ani ths 
effects cpes bis health or pereos which can reescosbly be eaemscted to aoe Oca 
bis participation in the investigntion, He should understand, furthersore, that 
ty ts partictsaticn be Seccmss @ co-investigstor with the piysician. 

Ins the case cf a person who is act competent to give cooset, the con 
sent af bis legal goardia cost be secured after the guardian bas bees given the 
tnformetion outlined above, ‘The over-all. conditions surromding investigations 
davelving parsons the are act competent to gtve cengent mst be exch tt23d 
benefit may be expected to accrue to kin. | 

‘De respnaiiity for amertaining the quility ext ecceptability af 
the judgeant made by ame tho consaxts to participate tn 2 contamlated tnvesti gee 
-“ign, and for eccepting or rejecting such a consext, rests imedietety upon the 
_ «yeict=an responsible fer the medical care cf the person iovolved and ultimtaly 
upon these to hom the plyzician ts adzinistratively responsitle. | 

2. ‘The patient (er, in the case af a perzen net competent to choose, 
bts legal geardian) should be at liberty to withtuw bts conser and to cease 
partictsation tn the study at ay tine and for my reasn, except whes abe* 
Giscomttsrarce would clearly endanzse> b's Health or lia. 

| 3. Whe stediss involve boos beings, the sijpsicia is cbhliced to 
seek, and the imstitntion with which he is afStltated ts obliged +o provide, 
campetent acvrice as *%o the acceptability of all elements of every proposed in 
vestigation, both as origitslLy plamod ac as they evolve, in relation *o ’r 


welSre of the patient co sub‘ect. 
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bk. Investigticons involving man beings should Se wmcertake: only 
efter sarlier study cf micals, o the clear irrelevance cf anizal studies to 
immans, preclude the mobsbility that a definitive answer can be obtained by 
work limited to anizals. Moreover, a investigation should not be mdertaken 
until the hazard to thes bomen participant has been determined as vell as is 
reasonabl> possible by earlier study with anizels or from clizical experiance. 

5. The investigation shonld be so planned and condurted as to avoid 
all physical and mental scffering ani injury except that which is indispensable 
to the investigation. — | 

6. ‘The physician responsible for the care of the patient mst teminste 
the tuvestigation 2f he has canse to believe that contimmtion may reenlt in an 
irreversible change, dissbling injury or . fatal outcam, However, in those 
sure ctrumetancce unter vidsh an tometigation toveiring sive then ¢ SxgligBte 
mobebility of irreversible change, disabling injury or a fatal outcome fe com 
sidered, the investigation my be undertaken if it appears to be the oily way to 
echieve a major medical advance, but then aly after ali alternatives have bom 
fully exhansted, acd after partictnating tnvestinators bere also agreed to serve 
"gs subjects. , sities 

7. The investigation shenld be condzeted mily uhen physical facilities 
to protect + the patfent are adeqrata, and only by sctentiMtcally and sedically 
qralitied persens. ‘The kishest degree of pood faith, fndement, sictl) and care 
skeuld be reqrired cf of those whe conczet or engage in the tsvestigeticn. 


oVK:ab 
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AUTHORITY LIBRARY COPY 
REC'D, 28 July 1952 


ALR FORCE REGULATION | 
NO. 80-22 j 


AIR3.941 108.002 
AFR 80-22 
1-3 


DEPARTMENT OF TITE AIR FORCE 
WASITINGTON, ‘1 JULY 1962 


RESEARCH AND DEVELOPMENT 


Clinical Research 
Purpose nnd Scope Se, : fi {7 Bo- 29. shh ae - Paragroph 
ition ... maneemnenine 
: ame a 
° . eee ecceseccecsco 6 
* . t oan ree. : 
Bclenuihe epori ronan pucaaeeeee. A 


1. Purpose and \Scope. This Regulation 
establishes a program had prescribes the policies, 
procedurce, and jbilities for sponsuring 
and supposing disles! Yesenneh at Air Force 
hospitals, dispensarics, and:.other clinical mecli- 
eal facilitics, It is applicable to all Air Forve 
medical activitics and facilitics, 


2. Policy. ‘The Air Foree Dliey is to en- 
cournge and etipport clinical research by officers 
of the Medical Service, USAF, at any Air Force 
medical facility for the scs 0 imoroving 

t carc; improving clinienl techniques; a 

ing the cffici of the Med Service, 
USAF. ‘0 this end, services of consultants; pub- 
lication services, funds, or special items of ecajp- 
ment will be made available through the USAF 


School of Avintion Medicine to support ap-, 


proved research. 
3. Definition. - research proposal is 
eligible for support which promises to improve 


Air Force ical care, inelucing examination, 
diagnosis, treatment, and care, establishment of 
new procedures or deve of new 
ment, modification of ~ methods, and hos- 
ital or ficld testing of ods or equipment. 
Such rescarch must be performed by or in asso- 
ciation with medical, dental, nurec, ve-crinary, 
or medical service officers as a byproduct of their 
reguinr duties. No additional personnel will be 
authorized the initiating activities to support 
such rescarch. 


4. Responsibility: 


a. The “initiating officer,” who.is avthorized 
to communicate direct with the Commandant, 
USAF School of Aviation Medicine, will describe 
the need for the proposed investigation, search 
the scientific literature for relited studies, and 
prepare a proposed design and project 
~~ surgeo ffi ch f 

b. The base n or officer in charge o 
the facilily will be the “responsible officer.” He 
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will make every effort to maintsia progress of 
approved investigations; he will insure that resau- 
lar activitics of his facility are not impaired; 
and he will be responsible for util?-ing equip- 
ment and expending funds allotte?! —e investi- 
gtion. If the initiating officer ansferre:| 
the responsible officer will dedlanole a new “prin- 
cipal investigntor” to curry on the investigation 

ce. The USAF School of Aviation Medicin 
will provide funding and monitorship over th: 
program and cach investigation. 


5. Procedure: 


_ &. The responsible officer will communicat: 
direct with the Commandant, USAF School ot 
Aviation Medicine, Randolph Air Forre Baer 
Randolph Field, ‘T'exas, using the subjcet title 
“Proposal for Clinical Research, AFR 80-22.’ 


\, The proposal, in original and five copies, wil 


contain the following infonnation: 


\. (1) Statement of the problem. 
‘\, (2) Requirement, in terms of Air Forer: 
\ needs, which justifics the investiga: 
' tion. 
(3) Brief summary of the background o 
‘, the imvestigntion including majo: 
‘references to related research and 1. 
ftatement of the expected improve 
ment in the Medical Service, USAY. 
Research design, which should be a: 
detailed as possible, with description 
of methods {o be used, controls, riz: 
of sample, nnd other information 
needed for adequate evaluation b* 
experienced scientists. 
Name, grade, and title of reeponsih! : 
cMlicer, princijal investigator, amd 
other investigators, as well as infor- 
mation regarding‘advanced training, 
publications, and so,on. 
(6) Facilities, both requigd and avail 
thle, for the proposed rch, to in- 
clude experimental subj 


. 
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(4) 


(5) 


we? DWE Ds Dwr: SBN ii. 


‘AFR 80-22 
&-38 
(7) aa af menslensoed ony pment to be 
the USAF M School of 


— edicine, with approximate 
cost and suggested source. 


(8) Total estimated cost. 
(9) Duration and timo sme _patsing of 
Inveligaton 
will be ac design research 
Seeds See Os Se eee © Le 
an one year, 
b. The resenreh proposal will be evaluated 
by the Research Council of the USAF School of 
Aviation Medicine which will notify the respon- 


sible officer of upproval or disapp: pre & Se 
investigation or will suggest cation and 
resubmission of the proposal. 

c. Research proposals, when a 
the Research Couned of the USAI School % 


Aviation: Medicine, will be classified as projects 
or torks as eS in AFR 80-13. Projects will 
be approved by higher headquarters in accord- 
ance with A 80-20. When classificd as a 
task of a previously approved project, the action 
of the Research Council will be considered final. 

d. Those investi-stions approved may be 
— with fants w the extent ey = ander 
wi al ilems o equipment, 
and Ron of equipment will be ulllized solely 
_ to carry out the approved research. 

e. The USAF School of Aviation Medicine 
will provide all necessary research and develop- 
ment project dain to the Commanding General, 

Air Research and Development Command, in 
he with AFR 80-7. 


. Funds. PP ym may be made available {a 
the medieal officer in charge of the aay where 
the research is to be accomplished by Fonu 
No. 405, 405, “Obligation Authority,” cing ‘the fund 
account to bo sbligated and Inting the pur- 


and time limits. 
fr) Wo funds will OUT be wale anaiistle ta for hiring 4“ 
tional personnel or for travel nor will there 


f costs betw +4 
wy yesraiing of panennd, “ ° 


~ fy hy Contracts may 


- Equipment. Nonstandard —~ ial 
mI af equipment may be a ie Ge 
USAF School of Aviation Medicine i shipped 
to the using activity. All items of equipment 
procured under the s of this Regulation 
will be transferred to the USAF School of Avin- 
tion Medicine, nt its direction, upon completion 
or termination of the research. 


f. Scientific Reports. Resea~! 
plished will be inel in the tec! 1 
of the USAF School of Avintion \:.:scine and 
recognition will be accorded both author and 
organization where the resenrch was accom- 
plished. Subsequent Se in military or 
civilian an a it” will be encourared. 
 renvers, sepert s will be submitted as required 
by USAF Schoo] of Aviation Madicine. 
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Subject: Security Measures on Chemical Warfsre 
and Biological Yerfare 


1. The Joint Chiefs of Staff have considered the recommen- 
dation by the Secretary of the Air Force that action be taken 
to “tighten security measures on Chemical Werfare (Cv) and 
Biclogical Warfare (DW) but not to extent of over-classifi- 
cation with the resultant damage to our accelerated program”. 
In connection with CW, the Joint Chiefs of Staff note that 
only part of the fleld of CW pertaining to nerve gases is of 
such seneitivity as to require a special guide for its 
security classification end therefore the ters CW as used 
herein applies only to the nerve gates. ‘The Joint Chiefs 
of Staff note that information conceming BW and CW is being 
more widely disseminated than is necessary or is desirable 
from a security point of view. The Joint Chiefs of Staff, 
efter examining the current over-all policy on security 
classification of military information and the security 
Classification policies concerning BW and CW, agree that the 
policies furnish adequate guidance for safeguarding these 
ereas of information and consider that within the framework 
ef the existing policies action can be taken to curtail 
unnecessary dissemination of DW and CW information. Accordingly, 
the Joint Chiefs of Staff are of the opinion that, in the 
interest of increased security, responsible egencies should 
re-examine their procedures for implementing the current 
policies and keep under continuing review the following: 


&. Measures to insure adequate classification under the 
presently effective over-all security classification policy 
and the specific security policies governing classification 
of matter concerning BW and CW. 


« Measures to insure that classified BW and CW docu- 
‘*wents and information ere made available to seuthorized 
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personnel only on @ “need-to-know" basis with deter=ination 
in each case reserved to the highest practicable level of 
command in each Service concerned. 


2. The Joint Chiefs of Staff further consider that respon- 
Sidle agencies should: 


a. Impose stringent controls over visitors te activities 
involved in the BU end CW programs. Visits by individuals 
or groups Cor indoctrination purposes should not normally 
be authorised. Rather, consideration should be given to 
Gevising a means to conduct essential indoctrination pro- 
G@=ams at places other than where SW or CW research and 
development work is being performed and possibly by 
personnel not directly concerned in this work. Conversely, 
this should not be construed to exclude perscnnel who are 
ectually engaged in the furtherance of the BW and CW 
programs. 


b. Maintain under continual surveillance positive . 
measures to insure thorough security indoctrination of 
all personnel, and in particular, civilian scientists 
assigned to the BW or CW programs. And further insure 
that #ll such personnel are debriefed prior to assignment 
to other duties cutside these fields or upon ternination of 
employment in connection therewith. 


S- Impose a time-lag on publication, sufficient to pro- 
vide security for current research, when reviewing BW and 
CW material prepered for unclassified publication by perscn- 

. Bel connected with the BW or CW prograns. 


¢: Insure, insofar as practicable, that all publisnec 
cles stemming from the BW or CW research and develop- 


ment programs ere disassociated from anything which might 
comnect them with U.S. militery endeavor. 


ya For the Joint chietagrtstarr: , 
Secy to CNO (ses) SIGNED . > 


Copies to: Asst C/S, G- ay 
| Dire Plane, ‘ \ 
neon nth marine Corps “. G. 4 3 
Director, J/S Rear Admiral, U.S.. Wavy (Ret.), 
tion & Secretary.\\’ wee! 
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Applicability of Section 5, Public lew 


MEDDE 557 - G2nd Congress 
Chief, Legal.Office Arded-Forcis-Ebidericlog- 4 Oct 52 
sco ical Board Col Rapalski/65997 


1. The Armed Forces Epidemiological Eoard has raised the question as to « 
practical problem in conjunction with Public Law 557 - G&2nd Congress. Under its 


the Armed Services are supporting crucial medical research in which 
buman volunteers in Federal and State prisons are involved. 
The 


particular question that has been raised is whether Section 5 of the 
ted Lew is applicable to afford relief to the immediate dependents of such 
soner volunteers when as 4 result of these experiment they should die, 


3. It is requested that information be furnished upon which to base a reply 
to the questions asked by the Board, eri information as to how, if it is applicable, 
gach provisions can be mde in the contracts. 


FORCES EPIDEMIOLOGICAL BOARD: 


Incl. 
Cpy P.L. 557 Colonel, M, C. 
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— AND .OfCES EFIDETOLOTI CAL GOaRD 


~ lac DUS FOR: : EXVERS 0. THE ..2CIRD FORCES EPIDETOLOGICuL SCuRD 
DInSOTOES Or ali WOW ISSIOUS 


SUETECs: appli-oility of Section 5, Pu-lic lui 557 - <2n: Congress 


l. As instructed by the Soord at its Yall Leeting ar inquiry was ‘irected 
to tine Chief or the Legal Of.ice as to the anrlicahility of Section 5, Public 
Law 557 - C2nd Congress in airiordinz relicf to the imsediate cepeadert: o7 
prison volunteers, 


2. The following reply has been received: 


"fhis lax does not «directly affect the prisoner or next-of-kin. This 
law is desiqued to indemnify contractors against any liaLility; resultin: fron 
injary to persons or Jamage to propert; arisinz ow of the direct performance 
of a research and development contract, The sense of Conzress, us Laken froa 
the legislative history of tids act, is as follows: 


‘Section 5 provides authority for the ailitary cepurtamts to 
agroe to indemify contrectors agsinst liability and loss resalting sro: injury 
to persons or Gamage io prooerty arising out of tie direct perforwsnse of a 
research and devclopment contract, to the extent that suc’ losscs are sot 
compensated by Insurance or otnerwise. in wany cases, contractors arere- . 
luctant to undertake a reseurch or development contract involvins extrewely 
hazardous re developacnis without securin’ adequate protectis;: in the event 
of liability resulting from cluins nade as * rosult of daaaze from those 
experizents. flo provision can be :ade for such protection by including a 
reserve in the contract orice, em the cost of insuruwnce, if et all obtainable, 
would be prohibitive. The solution is for the Government to acree to imemify 
such a contractor, subject ‘to the safoguarus provided in this section,' 


From the wording of tue law, and irow the above quoted leislative history, it 
can be deterained that tiis provision wac aimed at private contractors as 
Gistinguished frou Covernmentél uzencies, It is aiued at those fwictiors or 
eperiaents which arc unusually iwzurdous for which the contractor cannot u'.tain 
liability insurance, anc it is 4 direct indexnifivation to the contractor md 
not to the individual humen euinea pig. The charge of claius, theresore, would 
be ior the next-of-kin of the deceased person to make a claia avainst the 
cortractor. In such an instance, the contractor is liavle an., should xe be 
fo.cod dy decision of court to pay on a judgrent rendered in vehalf of tiie 
next-of-‘in, then, under the law the Governeent would reiswourse the contractor 
for the amount oi the judenoant," 
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MEDDIE §=Applicability of Section 5, Public Law 557 - 2nd Congress 


"The wording of the law indicates that the provisions of Section § 
would cxtend to prisoners and their next-of-kin. This cun be deduced from 
the quoted part of the luw as follows: 


‘With the approval of the Secretary concerned, any contract of 
the military Jepartacnts for resturch and development # # @ (1) Liahility ov 
account of claims * * # by third persons, including employees of the con- 
tractor, for death, *# # #,' * 


®If a contract for such research were entered into by the Ara 
Forces with another Governacntal agency, it would seem that there would be 
no need for a clause in the contract to indemnify the contractor. In tiis 
case, the contractor being another Govarnmental agency, the Sovornmunt ouly 
would be liable. If such a contract were let to a private concern or 
establishment, then such a cluuse of indemnification would be antirely prop >. 
In such w instance, a clause gaod«led in substance as follows, wuld be 


appropriate: 


‘It is hereby agreed that the Governecnt will indamnify the caid 
contractor against either or both or the following, to the extat that they - 
arise out of the dirvct purformunce of said contract ami aro not compensated 
by insurance or otherwise: (1) Liability on account of claims (including 
reasonable axpenses of Litigation or settlement of such claigs) by third 
peroons, including e=ployoss of tho said contructor, for Jeath, bodily injury, 
or loss of or dumage to property, arising as a result of a riuk definod in the 
contract to be unusually hazardous: Provided, that the contractor shall 
immediately give notice to the Government of any suit or action filed or any 
claiea made aguinst the said contructor, with respect to any alleged liability 
for such death, bodily injury, or lous of or damage to property, and for 
control of or asgistance in the defanse of any such suit, <ction, or claim, by 
the Governemt, at its alection; and (2) loss of or damage to property of the 
said contractor arising as a result of any risk defined in this contract to be 

hagurdous: And provided further, that no puywent shall be made by 
the Government under the authority of Section 5, Public law 557 - C2ni Concress, 
mmiless the amount thereof shall first have been curtified to be just und 
reasonable by the Secretary concerned or by an official of the departaunt 
designated for such purpose by the Secrotary.' * 


3. Tho Medical Rescocrch und Development Board, Office of the Sur eur 
Guneral, Dupartment of tlw Army, proposes to use the ebovo clause, Ag Daa 
similar to it, as soon as it is approved by The Judge Advocate Jeneral, in 
drawing up future contracts, and in modifying old contracts as they aru 
ronewed to include this added clause, 


FOR THE ARMED PUNCES EPIDEM(OLOGICAL DOARD 


pia Pm - hes 
Daw J. RAPLESAT 
Colonel, M, C, 


Adad ni strator 
Araed Forces Epidemiological Doard 
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COLONEL SAYIISS: We have no disareenent, 2 don't 


believe, with any of these. I tink there is a little in- 
consistency in Parag~eph 33, ‘Snouge, when we come to tust. 

THE CEAIUUN: If there is nothing on 31 a 32 — 

DR. WORTSIEY: Mr. Chatrcan, Parecgreph 31 sakes 
reference to proposals under considesetion by the Arosd 
Forces Medical Policy Council . 

Since this was written — in fast just the other day -- 
We received from the Medical Armed Forces Medical Policy 
Gouncil, a statenent of their receomosndations to the 
Secreta>y cs this matter, and these are being cirsulated 
to the RDB comittees concerned for consideration and 
commsnts. It just happens that they strike us, you night 
say, at the psychological moment, and I wonder, in con- 
sideration of this question, which is a rether important 
one, in the progres, if you'd care to have this document 
cf the A>med lorces Medical Police: Council read? 

THE CHAIUu: Is it lons? [Laughter] 

DR. WORTIILZCT: About a pese and 2 halt. 

T= aI=cUS!: Are you agcseabic, centlemen? The 
enswer ts yes. Jll signe. 


DR, WORTSIEOY: Th 48 on the subdject of the use of 
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ae volunteers im experisental_sgsesres.._Dr.- Casbers 


occa ° o——_aew @ + ae - 


advises Mr. “hitman this way: _ “The attached recomendations 


— i««—« — ———_ + 


and supportin- conditions perteinizr thereto are forwarded 

fer your infercesion and com=osnt. The tlecdical Policy Council 
approved the adoption cf the recommendations at the 13 

Ostober 1952 nseting. These ase the recomendations: In 

view of previcus recommendaticns cf the Medical Policy 

Council that humen subject be exployed as the only feasible 

means for realistic evaluation and/or developrent cf 


“ effective preventive measuces of dsfanse against atorcic and 


biological or chemical agents. The Council firther recomer’ 
that the follewing polisy be affirmed with respect to the 
participation cf personnel of the Armed Services in the 
atomic, biological and chemical warfare research prog-ens: 
(1) By reascn ef the basic medical responsibility in 
eommection with the development of defenses of all types 
against atomic, biological and/or chexical warfare agents, 
Amped Services personnel and all civilians on duty at 
installations engaged in such reses=ch shall be perm vtec 
to actively participate in all phases of ie prog—ac. 

Such participacion shall be subject te the following 
conditions: (1) Voluntary consent of the human subject 
is absolutely essential. This means Chat the person in- 


volved should have legal capacity; to give consent and chould 
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de Bost suzted az te be eble ss exercise fsee posa> cf 


“@aoteewrst “the interventicn ‘of any element ef force, 


~~ _ 


srr aecelt, ‘duress“ovesreackinc,> o> other Witeric= 
cf constrains o> coercion. He should have sutticient 
knowledge and comprehension of thea elements of the subject 
matter involved as to enable him te meke an understandings 
Gecision. This latter elecent requires thattefore the 
acceptance of en affir=cative decision by the expericental 
subject, there should be msde know to hic, the nature, 

~ @uration and purpose of the experiment, the method and 
weans by which it is to be conducted, all inconveniences 
anc hasaerds reasonably to be expected, and the effects on 
his health or perscn which cay possibly com fron his por- 
ticipation in the expwriment. The consent of the hucen 
subject shall be in writing. His signature shall be affixed 
te @ written instrument setting forth substantially tho | 
eafcrementicned requirementand shall be signed is the 
presence cf at least cne witness and shall attest to such 
signature in weiting. The duty an¢é responsibility tor 
ascertainins the quality of the consent rests up 7m each 
individual whe initiates, Cirects cr engesges in the 
experinent. <=t is a personal dutr and responsibility 
which mgzy not be dlegated to anothe>. 

(2) The experinent should be such as to yield Sruitos 
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": (3) The oxperizent should be so designed e=xd based 
aos “a C the resulta of animal experiments and 8 knowledge of 
Coote tants 


e-natural histery, of the disease or other problems wie 
— = o 
Bstudy; that the anticipated results will justity the per- 


e=perinent should be so conducted as to evoid 


sent end wental suffering. 


9 exparinent should be concusted where there is 
Fyrtbri., reason a, Sa pelteve- that death er disabling infu 
ileesen na wc pPzecss -_< %@ 

>) = Y= votiFisk. to be. taken should never exsood 
noe eet at "hy. Yaa: uma tarn impertansce of the 


r 


‘tion should be made and adequate 
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‘ A protect the experizenta) subdjeet 
ee © 
 Eenote _ poses biiit;: of injury, ¢isadiic=" 
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-..'s- (C) Destins the course of tne exporisens, Sie humss 


sub¢cte shali be at isberty So brant she experizeant_ts an 
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Gwenn Oa 


end if he hes yeached tne physical c> mental stsse wherc 
the continustion of the experizsent seers ts his te be in- 
pessible. 

(10) Deming the cowrse cf the experiment, scientisss 
in charge cust be prepared to terminzete the experinent at 
any stage if he has probable cause to believe that the 
exercise of goed faith, superic: sxcil and careful judc- 

gent required of hin, that a ecntnuation cf the experiment 
@ likely to result in injury, disability or death to the 
experinental subject. 

« (12) Whereas, prisoners incarserated in field ins=- 
tutions, may and have been used if the required conditiens 
are met, priseners of war will not be used in human experi- 
mentation." 

DE. JOENSTUE: If they can get any volunteers after 


that I'm all in favor of it. 

(Laughte>j 

THE CHAIR: Yes, Colonel Sayléscs. 

COLONEL BATLISS: I might peint our that we have 
been running voluntary experiments for a long period of 
time. We do have difficulty in gettins volunteers. Host 


of the volunteers are fren cur om medical laboratcries, anc 
| eak + 
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when we Sry to co outside ef mecissl lsberatsries, we have 


gases dicctenity, but ne gotten Volunteers for a lis Ii=ttsd 
_zuaber_of_exper nents. thas we heve ogaducted, ~Bostiy f>0r_ _ 
cur own gcooup.The coment we troy to gs out ef ove own plase, 
even for an experiment that Shere is no dasser at all, 60 
to somthing like the Training Commend, we ace immedintely 
turned down. It takes too much time and they can't be 
bothered with ‘t. That always happens, end it doesn't really 
give us any mens of obtaining volunteers, other then 
wedical laborateries, but it might be difficult to sey 
that there wes no coercion used. They worked there. Thei> 
salary depends upon it. | 

If we go cver to Chemical and Radisclogical Laboratories 
we getnc volunteers. If we go: to” Resessch and Engineering 
Commend, we get no volunteers. Within cur own plase, thoush, 
we do get some, [Laughter]. 

Now thers is no reward for volunteering; tnat's the 
whole thing. The man who is an cffice man, he doesn /t 
get a day off. There is no sechanism thereby we can get 
then. We can't set any extza pay for then. If they shovils, 
for some reason, die during these experiments, the pecnic, 
I etsht point out, have died Prem such Shangs as injectinc 
minute amount of novecain. Saall anounts of eSher will 


kill an individual who 4s sensitive to it, You never mew 


xe BEST COPYAVAILABLE 


wnBN FOU ANS Seung co mum inte someucs: imo is sensitive. 
we sane mete 


i535 ere any_protecsion or. the oon. 20 Ules during s:eh__ 
25 exper+nent, even. though. there io Selatively licsis ... 
Ganse>, or is tuere any protection for the experiaentar 
in the legal cousts? That is the thiole thing that ceins 
it difficult to mm these experizants, especially, on a 
wholesale scales like some people thinl: they should be run, 
If a man dies on your hands and you exe sued for $100,000- 
Who pays that? That is one thins, and also, if he dies, who 
Supports your relatives that need supporting? There aro @ 
ist questicns of that natuse that are not answered by such 
‘Chings as that. I think that there is always ditficulty 
in getting rolunteers. | 

“THE CHAIRUAE: The British use a different systen, dan't 
Chey?Thsy take trocps and assign voluntoers. 

COLONEL BAYLISS: That's right. Thoy do have a systec 
of rewarding now. That is, they pay them so mich money and ~ 
it isn't any la>ge sus of scney, but they do have a systec 
of rewardins, but we don't heave suc: & syster. 

DR. wORTIL OE: De they have all ticse restrictions? 

Are they as much concemmed about the legal aspects’ 

COLONEL SATISSS: I would think su. They don't om 
experiments that are extremely dance>o-cs. I think we =n 
experiments ¢hot are practically up to the seace level of 


Ganse>, but we don't Peg thes inthe sare large numbers and 
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-w3e do not hers She volunteers. coring in.at aii tines. I. 


Gon't know whether ‘they have any Graase> protection, either 
= Lt ee Oe 


for the volunteers or fo> the expe>imentors, “I thin She= 


@re abdcut “hs sacs. 

DR. WORTHLEY: This ‘document I juct read was considared 
by the Comittee onHumen Resourses et their meeting on 
Friday, end therecascw in fust a few rinutes aso this 
communication irom them on ths subjoct. It has thei> 
reflections on this matter of the use of huzan volimtecrs, 
“If the Comittee would likes it read. 

THE CHAIRMAN: If it is not teo long. 

DR. WORTELEY: Ho, it 1s just about 2 page. 7 

All right. Here it ds. Ths Propesed Use of Boman 
Volunteers. ‘The paper ender | consideration was presented 
to a selected number of the mexbers of the HBucan Resourses 
Committee for discussion. The following analysis of the 
possible problecs which may e>ise @ number ef recomen- 
@ations were mide: (a) that every consideracion be given 
to the full exploitation of the la pricates, particularly 
of the anthocpeids, “or expericestetion of this sort. 
proper attention she: \o be given to tie needs of finencia-. 
support to c#incain a supply of ani=cl subjects, parsicula>ly 
anthropoics. iince the supply of such subjects of excrerc 


concern in providing teols for such research in this cour 
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(b) thes the psychologists need to loves a great deal =cc= 


a 


-edout ‘tse necessity for usine bure=s as ail, Since scsi- 


denss—involying_huners. ass kmorm to heve occu>sed in snc 


ee « eee 


Gate avatiable!from such accidents can presuzably be utilesed, 
(c) 4¢ such experiments a>e conducted, psychologists would 
likes to impose certain conditions for such experiosnts, pe>- 
ticularly sins the stress condition is not believed tc be 
@ true one and may well interfere with the elicitation of 
adequate data | infor=sstion; (d) the experirents, rhether 
@nimel er human, if husens are to be used, ahould not be 
or a random or similer nature, gnd should include, wheos 
eppropriate, psychologists as wenmbars of the reseazch 
group, since attitudes of gsereral behazvicer of the experi- 
“mental subject will be involved, and psychologists a>e very 
much.consernsd about such studies; (e) due consideration 
should be given to the msintenance of safeguards in such 
experinents in the event human volunteers are used, and 
some incorporation Of a statement in policy document which 
would indicate (2) the Government's liebilivy in such 
situations, end (2) the insurance benefits which cay 
accrue the individual o> to his fa=niti:, in the event ct 
accident or death.” 

TH= CYATZVI: Well, sentlesen, t2:2t position do we 
want to taks with respect to this Po>asg~aph 317 r vende: 
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if 1% would be helpful to us to have the suggestion whic: 
~CSIOis1 “Bayliss would heave-on—chis: Colonel Sezltss, do 
~Jod have™ anyzhing that you want. to ouccest to us? You 
have this Paragraph 31 before you, do you? 
COLONEL BAYLISS: Yes, sir, I @cu in agesenent with this 
paragrepn. J 
THE CHATRUAN: You ere in agreement. Well, is thers 
anything that the Committee would eare to do to itt- It 
isn't quite in line with that - in view of the statexmens 
“we had mad te us, I suppose that they are under con- 
sideration, but I suppose that's the statement that's 
at issue, isn't it? 
' TR. WORTHISY: Yes, that‘s this statenent here. We 
knew that they were considering sorothins, but we did't 
have the finished paper. 
DR. AUSTIN: I think we can let this stand es it is. 
THE CHAIRMAN: Is the Committee amceable to let it 
stand as it is? ’ 
COLONEL CAIIICR: Mr, Chatenen, I think that, possi>iz, 
we might add something to this underlined portion. Inas=c:: 


as it's been indicated that these volunteers aren't pro- 
tected, legell:, and get no pay for it, you might add 
something to Shis effect, end provision be made fcr 
hazesdcus duty pay to volunteers whore it is determined 
that this <s & proopriate. 
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COLGI=SI FiIcTe: Accercing to mist tne.Mecical Policy 


‘ Coune!i ‘pat out you can't do 2S if thess.<s any hece>d. 


- I mean, they state you can't do it if these"S Enyetence ===— 


Sma 


COLOHEL BAYLISS: I think it sight be disrsewlt—to—gst-—-— 
tt through on tnat hass=sdous duty thins dDecause you run 
inso all these requirements thAt say it cust not be 
hazardous. Well, there is a hacard in everything you do, 
including crossing the street, and just beings any place 
is hazasdous at times, so that I thins it has to be som 
method other than that, and there are large nusbers of 
groups that are tring to get this hacardous duty pey. 

This will be just one more among many scoups that are 
trying to get it and all that it's going to do is te mam 
it-mare difficult for those people whe are already getting 
hazardous duty pay. It will just threwn thes all cut, 
eventuslly. 

THE CHAIRMAN: Colonel Batlin, you had something? 

COLONEL BATLIN: I'd like to take the other side to 
what Colonel Bayliss said. You ask a man to go into @ gas 
chamber filled with GB without a gas mask. It's hasa>dous 
getting him to walk through that docr and he is ent<ticd, 
for the moral courage of walking throughthat door, for 
hazardous duty pay. Nobocy is forcing his to do it, and it 


is a hesasd....c5's not like walling across the street, 


»; BEST COPY AVAILABLE 


= 
' 


REFRCS.CED AT THE MALiOCnaAL ARCRINEsK ; 


-“* * © ° 
Sse oe 
—— . Loa weeie - . “=e. oecewdtt 


= One of the ways of getsizs @ good supply of voluntecr: 
3 . 2s to make 5 - profitable. for then to 28k thei> Sivez; —<: 
have had accidents. It could happen, that before thac-- | 
als Gs eed © tine, es Ob A He. ts hs 
be gone, or ke might be left an invalid. 

Volunteers could be encouraged very such by recormpens: 

COLONEL BAYLISS: I agree with what Colonel Batlin has 
said, except I don't know whether you would be able to cet 
it through. 

DR. JOHNSTOME: There is nw harz in recommending it. 

COLONEL BAYLISS: I think thers is some requiressnt 
that they spend six Gays there cut cf the month, err 
thing like that. I don't know whether they have to spe 
six days under euperiaent Guring the month ts collect the 
pay or not. All those little things ought to be ironed ou 
Does a man got hazardous duty pay for an entire sonth for 
&@ single day, er does he have to be in six different 
experizsents during the sonth? 

DR, JOMMISTONE: I as mot sure that everyone in the roc 
realizes the importancs of this. Dr. McGee Harvey pointe 
Cut last week that we will not cake progress in a lot of 
these toxicity studies unless we calie experiments witn 


husan volunteers. 


Por instance, the question which is mentioned ir 
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pPergussnecus_afcscts of_G2,.h2s come up Just besause she 

British made such experiments, and so. this_is a sextous _ — 
tring. Tf don't see any reason why the Comeittee should no: 
make strong tecommendations. The fact is, both the British 
and Canadians do extensive experizents with hucan volunteers 
in mass . It isn't a probles that can be solved by one 
two experinents, and if we can strengthen this thing 
somewhat along the lines that Colonel Cather has sugsested, 
I think it would be well worth our effort and tise that 
we have spent on ic. 

COLONEL FINKE: I wanted to determine from Colonel 
Cather, speciticslly, the mention of the word “hasardous", 
whether this was [portion inaudible] er submarine pay, etc., 
or is this ancther type of haserdous duty pay? ) 

COLONEL CATHER: I had in eind somes similar type of psy. 
However, I think it could be modified to state something 
as “an appropriate reward, monetary or otherwise.” 

DR. WORTHLEY: I have been trying to put some of these 
thoughts in language hers, and thought of the possibility 
of adéing a phrase “be brought to the attention of the 
Armed Porsed Me¢ical Policy Council, and shat provision 
be made for @ system of rewards for such volunteers anc 


for... of Government liability in case of accidents to 
include insurense coverage \ 
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COLONEZ BAYLISS: I think thas woule¢ be perfect. 
——— - — +‘ —  - Ee oc te -—-—-e =@e0e - «=; 
TE “CHATSMAN: Is thet agreeable te se the Ccocnit<cee? 


“Tt take it there is no ‘disagreerent. We can pass on. 
COLONEL FIOICEE: How such work has been done with 
anthropoids with 63? Hes that been exploited to the 
fullost? -° } 

COLONEL BAYIisS: We used considerable nusbers of 
nonksys, mot G5 chimpanzees. We haven't used chixcpanrcees. 
They are mush more difficult to obtain. We could use sous. 
We used considerable sumbes cf sonkeys. 

DR, JOHNSTONZ: I might point out the Germans used 
ehiapansee = Spes, they call them — in testing of Gi 
Curing the wa>. ak ae ) 

COLOMEL BAYLISS: We'd be very glad to use thes. 

DR, JOHNSTONE: Ig this matter cf apes and sonksys 
something we can leave to the experts? Paragraph recommends 
more attention be given to ehenieal warfare. 

COLONEL CATEER: The second parasczph in 32 is sontrary 
to what the panel Put down. 

DR. JOHNSTOME: Are you referving to the psycho-cgeciceal 
fields, Colonel Sather? 

COLOHEL CATIER: Yes, siz, CPT107/<, Page 2, Paragrss: l, 
"The figure hes been rounded off to 100, for men at rest. 


It hes been estanlionge in san that the same per cent of . 
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tale laa tage. 


Mr. Eent the Generel eee a> epyreved this ef litien fr-z 
the lecal stantreiat. 
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Sieg fit~ 


1 atleeaent 


cee | ET 


; Jlto lf” A 


BEST COPY AVAILABLE 


277 


MEMORJNDUM FOR THE VICE GRAIRKAN, RDB (DR. FIOYD L. MILLER) 
SUSJOCT : Runan Experimentation 


1. #t its seventeenth meeting 30-3] October, the Committee on 
Mecical Scienccs briefly discussed the problez cf human experimentetion. 
The corpritvee agreec th:t before it eml]d issue or endorse any mlicr 
siztement om this subject, it would want te have the matter studicd by 
@ specie] ad hoc working croup which would rercrt to the committee. 

The committee is cognizant of the fact that huma experimentation has 
beer. carried on for many vears ty careble investigators. To issue a 
policy stetement on buman experimentation at this time would probably db 
the cause more harm than good; for such a statement world neve t© be 
"watered-down" to suit the capabilities cf the average investigator. 
Thus, it would be restrictive to the exceptional research wrker. 


2. Human experimentation within the field cf medicel sciences has, 
in years past, and is at oresent governed by an unwritten code of ethics. 
This code cf ethics which is admin‘stered informally by fellow workers 
in the field is considered to de satisfactcry. 


3. Te commit te writing @ mlicy on human exrmrimenietior would 
focus unnecessary atienticr on the legal aspects of the sutject. The 
leral asrects heve in montns past, anc are currently rece ving intensive 
fo oy br the United States Public Health Service, wiich will shortly oren 
¢ nev Clinieal Certer deviiec << human exprrimentetim. Ome of the nain 
.- cues irvclred in tne ciscuesion cf the legal aspects is whether the 
human volunteer ie truly « volunteer, cr whetiner he is mctiretec to 
"vy. lunteer" by the perquisites that he assumes, rightly or wrongly, will 
accrue to him as a result of volunteering. 


[ley Muraceble/ 


F. LICYD MUSSELS, M.D. 
Executive Director 
Comittee on Medicel Sciences 
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=, Scerd <. dourne 

weal sacviser, “Di 

ice of Cemeral Counsel 

Neeearen - Clirical Investigations - .dzizistrutive Methods te 
wasere fatiest Participatian on Pally informed ami Velumtary basis 


at your invitation, 1 presemted te the mwcical tosrc of the Clintes] 
venteT ch vecguper < « proposal that, in view of several factars in scm degree 
pecuiicr to tre clinica: center, it would be acvisetle from the legal point ef 
view smong otosTs to conpt certain proesceres reisting te petient ecriseion that 
are core farmal «hen sist otherwise be considerec nscessary. It was thus 
proposec in particalar tc sscure Sou patients as ea urifore prastios a written 
Statement, Signed mpreferebly oefoere saeiegion, imiiceating the petient’s asurenesss 
am scceptance of the oature of tne perticalar investignstics in wich os was % 
perticipate ami scosptcnos of cny perticuler inconvenienos or riak imnerest is 
ais vertictpetion. <~ sfferec to prepare, tor Scrtuer cansiceratisa sy <he 
several custitates, csomies sf ruck « statement craftec to cover =crajects that ths 
=nstitutes clan for erly sotivetian. 


 webDR it icir vt acy <uet of ce cmcbers of she ~ecical -oard tet 
caneuania Went Wa, Ob weed GOA Ge, uid Cadnetns GED 6 WeeNEnds che 
sejection wos ums, us . =ncerstam it, oot ts umy perticular cetail =ut rather 
. pore vuesic cvjection to written, as compered to sral, statements, -here 
was cpparently, snerefare, oo odjection te providing the pstient wth eacugm 
information toc permit uis to exercies an infarmed cnoice of particioatian 
=z refusel cs iomg us at recuced to witing for tis signature. 


. wild oot buraan jou were with repetitian of «5s factars tnet ia a7 
juagaemt wexe i+ siviscble to use statements sunsctibec cy <ne patient. ‘{ naste 
anly wet tbe ressenms for wus ase of “eangsent® forms fer stamucra sursgieal 
p@eoscrures, . practios your -carG spparently ncoscts, amply in =y cinion with 
crecter fares to clirice] investigations. 25 tne otner pand, the astnods to be 
usec (© uSSUre that patient particiuetian is on an infarmec coc voluntary basis 
are matters of saministretive cnaice, since ro partinest law preciuoes tip 
dation, institutes of vesitc from uniertaking either tos siake of lizhility 
oriaing from use of oral rather tiem exitten evicenos, ar the riacs to affactive 
aauinistretion crising frum the use of gbher then ibs oest recerd to cemonstrate 
wat a policy of proceeding only om the basis af informed has bees 
caetriea sat. < would iike to suggest, cowsver, <hst 
the aotter is of suet inpartenee to the STK fren 
dianilicy “ant .f. ~ebreli Le et least informec, 
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MEDICAL REARCH PROGRAMS 
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VETERANS ADMINISTRATION 


GEORGE M. LYON, M. D. 
ASSISTANT CHIEF MEDICAL DIRECTOR 
for 


RESEARCH AND EDUCATION 


Prepared for; 


Committee on Veterans Medical Problems 
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The results of the research activities of the investigators are 
pudlished in the professional, scientific, and technical journals so that 
<nformation so derived can be made available not only to other VA personnel 
tut to the interested professions as well, In this manner the public, at 
large, may benefit from the research achievenmts within the VA Research 
Frogram. A surprisingly large number of these publications indicate a joint 
authorship in which one of the authors is a full-time employee of the 
Veterans Administration and the other is a mmber of the faculty of the 
medical school or university associated with the VA hospital. This is 
but one of the many evidences of a community of interest that contributes 
so much to the Medical Program cf the Veterans Administration. 


There have, unfortunately, been times when some of our associates 
have been a bit neglectful of giving us proper credit for work they have done 
in close association with our research workers. While we are not pleased when 
this occurs we do have the satisfaction of knowing that we have contributed to 
their success through our cooperation ami participation am that they have 
inadvertently paid us a compliment, even though not widely. advertised, by 
thinking so highly of our contribution that they would like to "hog" the 
credit for it to themselves. ; 


In general, we encounter much the same problems of human relations» 
that characterize comparable situations within medical schools and university 
hospitals, Fortunately, we do have a minimum number of instances wherein a 
senior person may try to get his name on all publications within his service 
(in a medical service or department), regardless of the validity of his con— — 
tribution thereto, The Research Committees serve an important and beneficial - 
influence in moderating these abuses which, if not moderated, can have a most 
disturbing influence on the attitudes ard the morale of the other research 
workers, I mention this only to point out that we are coricerned with many of 
the same problems with which deans of medical schools and heads of departments 
an universities are concerned, : Sometimes these problems can be most 
disconcerting to the responsible research administrator... Within the VA Medi~ 
cal Research Program we are rather fortunate because there has been displayed, 
as &@ general rule, an exemplary spirit of fairness and sportsmanship-like 
attitudes in such matters; es 


PART II 
VA RADIOISOTOPE PROGRAM 
STORICAL 


During the Fall of 1946 and the Spring of 1947, General Paul Hawley, 
who was then Chief Medical Director, became deeply concerned about the rroblems. 
that atomic energy might create for the Veterans: Administration due to the fact 
that the Armed Services were so actively engaged in mtters of atomic energy. 
After consultation with the representatives of the Manhattan Engineer District, 
General Hawley convened a conference within his office to consider this matter. 
The conference, held on August 7, 1947, was attended by Lieutenant Geeral Leslie 
R. Groves, USA, Commanding General, Manhattan Engineer District; Colonel James 
Cooney, MC, USA, Chief Medical Officer, Manhattan Engineer District,; Major 
General Raymond Bliss, USA, Surgeon General, U. S. Army; Rear Admiral W. L. 
Willeutts, MC, USN, Deputy Surgeon General, US Navy; Major General Malcom Grow, 
Air Surgeon, U.S.A.F,,; Surgeon General Leonard Scheele, U. S. Public Health 
Service; General Hawley and myself. General Groves described, in general, 
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characteristics that these provlems might include and then stressed the 


importance of having perscnnel trained, quelified and equipped with tho facilities 
required to meet them. 


General Hawley then requested Cectors Stafford Warren, Hymer L. 
Friecell, Shields Warren, Hugh Morgan, and Perrin. Long to constitute a 
comnittee to advise him on matters of atomic medicine and to: make recem - 
mendations as to what steps should next be taken to meet the problens 
discussed at the August 7th conference, 


On September 5, 1947, this committee held its first-meeting. The 
Veterans Administration was represented by General Hawley ard-myself. At this 
time the objectives of the Atomic Medicine Program were formulated amd the 
broad aspects of a scheme for establishing 2 raaioisotope program to support 
the more inclusive Atcmic Mecicine Program were drafted. .The advisory committee 
was given the name, "Central Advisory Committee on Radioisotopes", as it was not 
desired at this time to publicize the fact that the Veterans Administration 
might Nave any prcolems in connection with atomic medicine especially the fact 
that there might be problems in connection with alleged service-connected | 
disability claims, The committee reccmmended, (a) the establishment ofan . 
Atomic Medicine Division within the Department of Medicine and Surgery and the 
appointment of a Special Assistant for Atomic Medicine to head up the Division 
and to represent the Chief Medical Director in the handling of atcmic medicine. 
matters, and (0) the establishment of a Radioisotope Section to implement a 
Radioisctope Program. It further recommended that,:for the time being, the 
existence of an Atomic Medicine Division be classified as "confidential" and 
that publicity be given instead to the existence of a Radioisotope Program 
administered through the Radioisotope Section. General‘Hawley took effirmative 
actions on these recommendations and it wes in the manner. described that the. - * 
Radi oisot ope Program was initiated in the Fell of 1947.° ." ~ : ' 


The unique qialifications of the members of the Central Advisory 
Committee on Radioisotopes merit consideration: Doctor Stafford Warrén, now 
Dean, Medital School, University of California, Las Angeles, was formerly Chief 
Medical Officer, , “Wantiat tani Engineer District (1943-1946). Doctor Hymer Friedell, 
now Professor of Radiology, Western Reserve Medical School, was Deputy Chief 
Medical Officer, Manhattan mgineer District (1943-1946).': “Doctor Shields Warren, 
now Professor of Pathology, Harvard Medical School, was Director,’ Division of 
Medicine and Biology, Atomic Energy Camission (1947-1952). Each of these 
individuals. had participated in one or more atomic bomb tests in posit ions of * 
senior responsibility, Doctors Morgan.and Long have, for many years}-been ‘Leditiers 
not only in academic and civilian medicine tut in militery me dicine aa wel. 


The Radioisotope” Program | was initiated in the Fall of. 1937: ‘Most ‘of 
that Fall was spent in planning. The fir st radioisotope laboratory was epenet ‘ 
at VA Hospital, Van Nuys, Cali:., in February, 1948, under the direttion of — 
Dr. M. E. Morton, one of the pioneers in research with radioisotopes'at the 
University of California. This was but a few months after radioisotopes became. 
generally available for medical purposes by. the Atomic-Energy Commission. 


GENERAL STATEMENT CF OBJECTIVES ASD PRINCIPLES 


A ma‘or objective of the Radioisotope Program was, from the very 
beginning, to provide the Veterans Administration with qualified professional, 
scientific, and technical personnel, as well as the specialized facilities, 
required, (a) to meet the varied and unique problems of atomic energy that 
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might be of concern to the Veterans Administration, particularly in respect to the 
problems associated with the study and analysis of alleged service-connected 
disability claims, and (b) in connection with certain responsibilities that the 
Veterans Administration may have in civil defense. Much of the support for the 
Fadioisotope Progrem has been predicated on, and justified by, the implications of 
tais mjor objective. In this respect, it differs somewhat from other activities . 
carried on within the VA Medical Research Program and supported fram research. funds 
(Program 8200). 


The specific objective of the Radioisotope Program has been, and is, 
employ radioisotopes within selected hospitals of the Veterans Administration, (s) 
in medical research, (b) in clinical diagnosis, and (c) in the medical treatment of 
veteran patients. Here again the Radioisotope Program differs samewhat from other . 
activities supported from research funds in that it inciudes activities involving - 
Clinical diagnosis and treatment as well as research. As a mtter of fact, in the 
larger and more active Radicisotope Units perhaps as much as one-half of their ; 
energies are expended in clinical diagnosis and treatment, particularly the Torme: 


Radioisotope laboratories are established only in VA hospitals baving 
effiliation with medical schools. 


The Atomic Energy Commission has established certain criteria and 
standards of health protection, not only for the patients receiving radioisotopes, : 
but as well for individuals who work with, or might be inadvertently exposed to,..:- 
radioisotopes. These requirements are strictly observed within the VA Radioisotope 


Progra. 


The Veterans Administration, for reasons unique to ite needs and 
responsibilities, has established certain requirements, both technical and .. 
administrative, which are rigorously observed within the Radioisotope Progran. 


Certain policies recommended by the Central Advisory Committee on 
Radioisotopes and established by the Chief Medical Director have been established 
end compliance therewith is a firm requirement within «11 VA hospitals where 
radioisotopes are employed. These include: 


@. medically sound policies and practices with respect 
to all humen applications of radioisotopes 


b. sound policies and practices with respect to radio- 
logical safety, including appropriate technical and 
administrative requirements and a radiological safety 
plan formally dravn up and approved by the Radioisotope 
Committee ard the Chief, Radioisotope Section > 


¢. sound, conservative policies and practices with 
respect to both publicity and public relaticns, 


ad. supervision of the radioisotope program within an 


individual VA hospital by a Radioisotope Committee repre- 
senting the Deans Committee affiliated with that hospital. 
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As a statement of principle, it is maintained that a conservative 
stard should be taken with respect to the position of radioisotopes in medicine 
within all VA hospitals in which radioisotores are employed. This is particu- 
larly true in respect to treatment. The sit uation is very muth more encouraging 

1 Clinical diagnosis where we have reascn for greater optimism. It is general 
Leileved, however, that the main contribution that radioisotopes. can make to 
mei cal care will te as a tool in biological and medical research.” 


Within the VA Radi cisotope Program, racioisotopes may be, and ere, 
employed in basic research as well as in medical research and clinical 
investiz2tions, 


: The Radioisotope Program complerents but does not Giplicate, or 
take the place of, the program conducted by the Atomic Energy Commission... This 
agency has no.means whereby it could frovide either the researcn or clinical 
services involvinz the use of radioisotopes that ere required within the’. 
Veterans Administration, nor does any other agency of gcverment. 


The Radioisotope Program, as an integral part of the over-all Medical 
‘Research Frogram of the Veterans Administration, augments and extends the -° 
accomplishments of the research program within VA hospitals. It is closely -. 
‘ integrated with the medical research programs within these hospitals, Insofar 
-as practicable, radioisotope laboratories have been placed in close proximity 
to the medical research laboratories within an incividual hos pital. 


7 -.. .Because of the unique requirements associated with the a of 
radioisotopes within hospitels, particularly in a large hospital program such 
as that of the Veterans Administration, a much greater degree of central control 

is needed than is required in the other medical reseerch or clinical 


investigntion programs. 


Radioisotopes may be used oniy in VA hospitals for which the Chief 
Medical Director, upon recommendation of the Centrai Advisory Committee. on .. 
Radioisotopes, has specifically authorized the establishment of a Radioisotope 
Unit, 


Within a VA hespital in which there has been established a radico- 
isotope unit, there is freedom of use of radioisotopes provided, (a) appli- 
cable requirement s of. the Atomic Energy Commission and of the Veterans 
Administration are observed, and (b) such use has previously been approved . 
by the Radioisotope Committee appointed to represent the Deans Committee in 
the supervision of the Radioisotope Program within tmt particular VA hospital. 


In general, the same volicies and principles pertaining to the 
Medical Research Program, as described ear.ier in this presentation, are 
applicable to research involving the use of radioisotopes. 


During the first four years-of the program, representatives of all 
VA radioisotope units met twice yearly in a working conference intended to 
provide exchange of information concerning, (a) adninistrative matters, (b) 
scientific and technical matters unique to the enployment of radioisotopes, 
(c) the planning, organization, and conduct of research with radioisotopes, and 
(d) the results of research work and clinical investigations in which 
radioisotc pes were used. 
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ORGANIZATION AND ACMINISTRATION WITHIN CENTRAL OFFICE 


GIicRAL STATMENT 


The Special Assistant for Atomic Medicine serves as Chief, Atomic 
Medicine Division. He is responsible for the over-all administration of the 
VA Radioisotope Program and for its coordination within the professional 
services. 


RADIOISOTOPE SECTION 


The Radioisotope Program is adninistered through the Radi olsotope 
Section, Atomic Medicine Division, Research and Education Service. The ‘hief, 
Radioisotope Section, is responsitle for the coordination within Central Office 
of those matters with which the acministrative divisions within a VA wane 
are concerned, 


The Radioisotope Section is assisted, both in an advisory capacity and 
in a service capacity, by the Central Advisory Committee on Radioisotopes. The 
members of this Committee serve as consultants to the Radioisotope Section. : 
Three members also serve as special consultants to the hospital programs within 
certain regions. These are, (a) Eastern United States, Dr. Shields Warren, (b) 
Central United States, Dr, Hymer Fridell; and (c) Western United States, Dr. 
Stafford Warren. Obligations incurred in connection with these services, and 
those of other special consultants in atomic -medicine, amount to $10,000 ay 

The Radioisotepe Section ‘provides | assistance ond sagpert to. the ° 
Radioisotope Units, (a). in professional, scientific, am technical matters, 

(>) in adninistrative matters (personnel, finance, budget, supplies, and = 
ecuipment, construction, etc.), (c) in program anaiysis, (d) in dissemination 
of information gained from semi-annual progress reparts submitted by the 
Radioisotope Units, (e) in serving as a medium for exchange of inf ormati on, - 
and (f) in providing a wide variety of advisory services. 


To assist the VA hes pital in initiating and acninistering a radi- 
oOisotope program, certain aids have deen prepared by the Radioisotope Section 
and are provided to the Deans Committee and the Manager of the hospital concerned 
These include, (a) "Suggestions for Planning and Initiating a Radioisotope 
Program within a VA Hospital", (b) "Suggestions as to Plan of Organization and 
Operational Procedures of a Radioisotope Unit within a VA Hospital", (c) "Sugges- 
tions as to Supply and Equipment Operations for a Radioisotope Unit", and (d) . 
"List of Initial Supplies and Equirmemt for Radioisotope Units", These have 
proven to be most helpful to those concerned with the development and adminis~- 
tration of the radioisotope poogrens within the VA hospitals having —w 
units. 


The Radioisotope Section has also planned, organized, and administered 
a program designed to train VA personnel to serve as monitors and monitor leaders 
in the radiological safety aspects of civil defense. To accomplish this, in the 
summer of 1949, the secticn also prepared for, and provided to, the VA hospitals 
a training guide under title, "Training Plan for Course in Radiolegical Defense 
(Monitors)". By the summer of 1950 within VA hospitals having Radioisotope Units 
more than 400 VA employees, other than physicians, dentists, and nurses, had 
received the training. 
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The Radioisotope Section, in 1950, cooperated with the Federsl Civil 
Defense Administration in the preparation of "Health Services and Special 
Weapons Defense" (AG-11-1). 


Tne Racioisotope Section, in 1951, assisted in the preparation of two 
manuscripts which were revroduced aud widely distributed by the Council on 
National Emergency Medical Services of the American Medicel Association. They 
were; "Planning and Organizing for Radiological Defense in Civil Defense", and, 
"Training Plan for Courses in, (a) Medical Aspects of Radiological Defense, 

(b) Medical Aspects of ‘tomic ‘warfare, and (e) Radi Radiological Defense (Monitors)". 
These were modifications of manuscripts already prepared for use within the . 
Veterans Administration. 


RADIOISOTOPE UNIT 


The organizational elemert within the VA hospitai concerned with the . 
use of radioisotores is the Radioisotope Unit. It is umer the immediate P 
supervision of a director who is a physician qualified in the use of radioiso-— 
topes as well as in the field of clinical medicine and medical research. The 
director is appointed with the approval of the Chief Medical Director. 


. The director is assisted in an advisory and a supervimry capacity - . 
by the ‘Radioisotope Committee representing the Deans Committee of the hospital. 
The duties of this committee are; 


‘ advise the Manager as to policy in regard to radiological 
safety, public information, and public reiations 


'b. make recommendations as tothe qualifications, appoint- _ 
ment and employment of professional, scientific, and tech- 
nical personnel required in the unit, including the direc- 
tor and all consultants to the unit. . 


c. “review and, if approved, recommend proposed research 
activities involving 7 ieee and Froposed: ‘clinical 
uses of radioisotopes, ‘and 


d. " review, and when appropriate, approve, (2) sich 
papers as may be proposed for publication, and (2) 
such exhibits as may be proposed for presentation 
before scientific groups when either involves the use 
of radioisotopes. i 


Membership on the Radicisotope Committee is not limited to members 
of the Deans Committee. Mezbers may not be full-time employees of the . 
Veterans Administration, Usually the members are qualified individuals 
within the teaching staff of the associated medical schools or universities, 


Consultants may be professional, scimtific, or technical personnel 
and need nct necessarily be physicians. 


Within the VA hospital and laboratories, the director is responsible, 
(a) for the administration of the Radioisotope Frogram, (b) for the human appli- 
cation of radioisotopes, and (c) for all radiological safety measures. 
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he The Director is assisted by three principal assistents as indicated 
in the accompanying organization chart. | 


As a rule, the Radicisotore Unit is organized in this mamer: 


| DIRECTOR | 
ASST. DIR. ASST. DIR. | ASST. DIR. | 
RAD. SAFE & SCIENTIFIC CLINICAL 
ADM. MATTERS | 
SECRETARY | SCIENTIST TECH. TECH. TECHNIC IAN 
| 38 CLINICAL 


The Director and the Assistant Directcr (Clinical are physicians 
employed umder Department of Medicine and Surgery. They are not paid fran 
ressearch funds (Program 8200), The others are employed under regulations 
of the Civil Service Commission. They are paid from Research funds (Program 8200). 
Only citizens of the United States may be employed in any of these positions. 


Of funds made available for the Radioisotope Units, 80 per cent is 
utilized for the payment of salaries of the scientists ani technical personnel, 
other than physicians, dentists, ani nurses, 5 per cent for consultants and 
15 per cent for mpplies and equipment, ” | 


SCOPE 


The scope of the Radioisotope Program includes: 


- ety of ampli Scationg in the broel Fiala of eelical reser 
variety of applications in the br of medical rese ° 
peciai attention has been given to study of (a) thyroid | 
function, (b) diseases, and disorders of the thyroid gland, 

(c) metabolism, (d) cardiac function, (e) peripheral vascular 
disease, (f) electrolyte balances, (g) blood volume determina- 
tions, (h) hemodynamics of cardiovascular system, and (i) etc. 


b, Clinical diagnostic edures have been developed and 
are employed in a variety 3 Sabditione including (a) prac- 
tical diagnosis of hyperthyroidism and hypothyroidism, (b) 
the location and diagnosis of metastatic o:.rvsucos or Me 
thyroid, (c) diagnosis and localization of brain tumors, (d) 
détermining pumping efficiency of the heart, (e) peripheral 
vascular function, (f) blood volume determinations, and 

(g) skin grafts, etc. 


’ 
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c. Treatment of (a) taxic hyperthyroidism, (b) carcinema of 
thyroid and metastases, (c) leukemia, (d) polycythemia vera, 
(e) carcinoma of the testicle, (f) carcinoma of the prostate, 
(g) certain tumors (by interstitial infiltration), and (h) 
basal ce’l carcinoma of the skin. 


CUTSTANDING ACHIEVEMENT 


. Outstanding technical achievements have been (a) the application 
of scintillation counters in clinical diagnosis and treatment as well as in 
medical research, (0) the application of the Texas well counter to medical 
research uses and (c) the develo,ment of the auomatic "scenner" for making 

"scintigram" tracings of the outiine of the thyroid gland and of brain tumors. 


PART III 
VA_PRCSTHETICS AND SENSORY AIDS RESE/RCH PROGRAM 


INTRODUCTION 


Faced with considerable numbers of individuals who had suffered ._. 
amputations in active service dur ing World War II, the War Department turned. . 
to the National Research Council for assistance in the rehabilitation problems ~ 
of these individuals, There was established then in 1947 through the National 
Research Council, a Committee on Artificial Limbs, supported first by the Office 
of the Surgeon General and later the Veterans Administration, to atline a ; fF 
continuing program of research and development in this field. -_ 


The purpose of this rrogran has been to develop improved prosthetic 
and orthcpedic appliances and senmwry aiis, exclusive of dental prostheses, 
and includes the practical utilization of these devices by veteran patients. 
The aim of the program is to condict research and development of new and 
improved prosthetic and orthopedic appliances and smsory aids ari to 
afford an opportunity for the testing ani fitting of these devices so 
that the problems of successful utilization may be understood and sir 
mounted, There exists a large rumber of disabled bmeficiaries (most 
recent estimate -— 257,500) who, under federal statutes, will remain per- 
manertly mtitled to prosthetic and smsory aids and unless the Veterans 
Administration conducts an active prosthetics research and devel opmmt 
program in this field, the ao of veteran individuals who are handi- 
capped and disabled “1 not be served to the best advantage. 


AUTHORITY 


; Public Law 729, 90th Congress, gives specific authorization for 
the Prosthetic and Sensory Aids Research Program, arm authorizes the appro- 
triation of up to $1,000,000 annually for this purpose. 


ORGANIZATION AND ADMINISTRATION 


The Prosthetic Research Frogram is coordinated with ner Veterans _ 
Administrat‘on medical research and is administered as to financial and contractual 
matters by the Assistant Chief Medical Director for Research and Edication. The 
program is developed, planned, and supervised, havever, by the Director, 

Prosthetic and Sensory Aids Service, Central Office, 
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SUBJECT TO APPROVAL AT NEXT MEETING 
NOT FOR PUBLICATION BULL. CVMP - Page 632 
NATIONAL ACADEMY OF SCIENCES-NATIONAL RESEARCH COUNCIL 
Division of Medical Sciences 
MINUTES OF THE COMMITTEE ON VETERANS MEDICAL PROBLEMS 
29th Meeting - 20 April 1954 


ATTENDANCE : 
Committees: Dr. Wilburt C. Davison, Chairman 
Dre. J. BE. Finesinger, A. McGehee Harvey, * 
Eemond R. Long, Perrin H. Long, Herbert #. 
Marks, and H. Houston Merritt. 
Absent: Dre. M. EB. DeBakey, A. LeRoy 
Johnson, Donald Mainland, and J. Roscoe 
Miller. 
Veterans Administration: Drs. George M. Lyon, Martin Cummings, 
Theodore 5. Moise, Robert E. Stevert, end 
Augustus Thorndyke. 
U. S. Army: Dr. Ardie Lubin, Psychology ay me he 
Army Medical Service Graduate School, 
Walter Reed Hospital. 
Selective Service System: Lt. Col. Clark Young. 
1o-Sciences Information . —_— 
Exchange: ; Dre. Stelle Deignen end Marley N. Gould, 


National Research Counci) Dre. R. Keith Cannan, Philip S. Oven, 
G. W. Beebe, Thomas Bredley, B. M. Cohen, 
J. 0. Cole, Seymour Jeblon, Edgar M. 
Neptune, Jr., and L. H. Warren. 


The meeting was called to order at 10:00 a.m. by the chairmen, Dr. Wilburt 
C. Davison. 


I. ideration of the Meet 
The minutes of the previous meeting were approved without change. 


TI. ts of the i 


Aes Teenie. Acting Director, Prosthetics and Sensory Aids 
Service of terans stration, briefly described the VA prosthetics research 
program. (See Appendix I.) Dr. Tharndyke mentioned that the work is primrily | 
contractual but that the devices are evaluated in 30 VA centers by orthopedic and 
Prosthetic appliance teams. This talk wes illustrated by a display case containing 
old and new up, sr-extremity prostheses. Two amputees demonstrated upper- and lover- 
extremity prostheses. The upper-exrtremity, above-elbow prosthetic wes mouipulated 

by & plastic hook attached to a grafted pectcralie m jor miscle tumnel. This musclo, 
according to the demonstrator, is capable of developing e maximum power of 100 pounds. 
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APPENDIZ VII 


‘TABULATED SUMMARY FROM ANNUAL PROGRESS REROBTS OF BADIOISOTOPE UNITS 


On December 31, 1953, uhave were 33 Radicisotope Units ane established or in 
process of activation. Of these 22 were actually using radioisotopes to verying 


degrees. The others were procuring equipment and personnel and several have 
received their first allocations of radicisctopes since January L 19%. 


On duty in the Unite at the end of 1953 were 


Full time physicians, mder IMLS 2 

Full time Civil Service employees 173 
Residents assigned for part time 17 
Consultants rendering services 6&5 
Others (on grants, etc.) ll 


The work of the Units may be summrized under three headings, with summarized 
totale which sre approximte: 


1. RESEARCH 


Active research etudies under way 211 
Articles published in journals during year & 
Articles accepted for publication later 51 
Lectures end other presentations to groups other 

than VA staff meetings 16 


2. DIAGNOSIS EMPLOYING RADIOISOTOPES 


Thyroid uptake studies, varying techniques & times 6279 studies, 4551 patients 
Thyroid clearance studies 699 


Thyroid scanning procedures 788 
Protein-bound iodine determinations Tks 
Thyroxine synthesia rate determinations 3 


Blood volume determinations using bumen 


serum albumin, or P-32 &57 

using Cr-51, (red cell volume) 537 
Radiocardiogrephs & 
Circulation time studies 1099 
Peripheral vascular studies 208 
Studies using Fe-59 (red cell survival, etc.) 167 
Brain tumor localization 180 
Scanning for liver metastases, pyelograms, etc. 12 
Miscellaneous diagnostic procedures 1812 
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THERAPY USING RADIOISOTOPES 


Polycythemia vere 
Chronic: leukemia (lymphatic or myelogenous) 
Thyroid’ wafting © 
Byperthyroidian - --.,:-. 
Thyroid ablation for cardlec tisesse 
Prostate carcinam 
Pleural effusion by satodede colloia 

" chramic redicphosphate 

° . " Yttrium-90 colloids 

Radiogold interstitially 
Chranic radicphosphate interstitially 
Miscellaneous therapeutic procedures 
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62 doses to 48 patients 


lu 


8&9 
329 
50 
19 
46 
18 
16 
y) 
Th 
25 
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271 
32 
19: 
42 
13 
11 
3 
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RESEARCH AND DEVELOPMENT BOARD loge No. 53006 
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9 December 1952 


MEMORANDUM FOR THE DIRECTOR OF ADMINISTRATION, OSD 


ATTENTION: Assistant for Special Security Progran;, 
It. Col. F. B. Mitman 


SUBJECT : Use of Human Volunteers in Experimental Research 
ATTACHED: CW 107/17, 13 November 1952 


1. The TS memorandum prepared for the Secretaries of the military de- 
partments, a copy of which was submitted to this office for coment, 

promulgates the recommendations of the Armed Forces Medical Policy 

Council. These were read to the Committee on Chemical Warfare at its (> 
meeting on 10 November 1952. A Committee recommendation on this ques- S 
tion, developed independently of the AFMPC document, was reported to J 
the Chairman, RDB, in CW 107/17. This goes a step or two beyond the { 


AFMPC recommendation in calling for a system of rewards for volunteers, Ns 
and for recognition of government liability in case of accidet. “a 
ies 
2. The whole need of the Cw program for human volunteers, in the y 
judgment of thie Committee, cannot be met by an arrangenert that allows \ 
acceptance of volunteers from personnel normally on duty at inetallations on. 
engaged in such research. For this purpose the permissive statement a 
should be subject to the interpretation thet uniformed volurteers * 
could be assigned to temporary duty at the experimental installation 2 
for the purpoee of engaging in the program as test subjects. This 
is the essence of the British aystem, which we are aivised has worked en 
quite well, [ 


3. It is assumed that the question hae been carefolly considered 
whether this subject should be treated in a memrandus of this nature 
or in one for the files, to be divulged only to those agencies ani 
in of 


individuals who are in need of thie guidance. 
oF LG H. N. WORTHLEY 
Executive Dir 
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ARWED FORCES MEDICAL POLICY COUNCIL 


WASHINGTON 25. B.C. bor 1) dae 6 ye 


DEC 24 1959 


KEMCRANDUM FOR THE SECRETARY OF DEFESEE 
SUBJECT: Use of Hamar Velunteers in Bxperimextal Research 

l. The Armd Forces Medical Policy Council has eamsidered ( \ 
this subject at greet length. (x 17 December, 1961 the Council \ 
went om ysecerd as endorsing the principle that final realirtic & 


evalumticn of bielegies] warfare must await appropriete field 
trials in whieh man oubjectse were used. 


2 The Chemical Corps ef the Department of the Army has “ay 
the primary responsibility fer bielegical warfare research, for e 
the development of offensive strategy, tactics and weapens and 

for soerdinating the werk required te establish eppropriete do- 

fense practices, methods and equipment. The medical department %S 
has not been directly invwe] red to date. 


S$. At the 6 Servemver 1952 meeting of the Souncil, Celovel 
1, F. Whayne, Chief of Freverntive Medicine, Office of the Surgeon 
General of the Army, presexted the prodlez of participetian of 
the medical services in bielogical warfare research fer the pur- 
pose cf developing defense measures and dericer. It war poirtec 
out thet ths research had reached @ point be;ond which essertial 
data could mot be obtained unless human velunteers were utilised 
for such experimentation. This wan thought te be mocessary iz 
order te arrive at a final realistic evaluation ef defensive mes- 
sures to be adopted for pretecstion against the petertial use of 
these agente as weapons in am attack on the United States. Fol- 
lowing detailed discussion, it was wanimously agreed that the 
we eof human volumtesrs in this type of research be appreved. 
Certeaim liritatione were pleced or the use of volunteers and the 
peanner of conducting the experiments to assure that they would be 
in eccerdance with the highest scientific requirements. 


4 The Armed Ferces Medical Foliey Council again censidered 
the subject et their meeting om 12 Octeder 1952, in view of certain 
changes in the conditiens under whieh experiments were te be con- 
ducted. It was resolved that the ten rules promulgated at the Buren- 

the guiding prizsciples te be followed. 
eleventi rule was added by the legal adviser te the Council, Mr. 


Stephen &. Jackecn. ‘ 
USF ¢ Gs? 


\ ‘ 
(Pv oppo. | 
o . ©. ew 
CcmMED. Alee \is 
RECTAD GReL PHBH , 
Se Te. EPH 
in- soe Flee 


. A+ <¥ . ‘ 
€ ssnnoey snot a av cxmenees BEST CUPY AVAILABLE 


296 


7 TEO a 


ce Sb“ hee.153 & 


Recemendetions: iz view of previous recemendstions of the Eedical Policy 
Counci] thet bomen subjects be employed es the anly feasible meazs for the 
realistic evaluation ani/or development of effective preventive measures of 
defense against atamic, bislogicn! or chemical agents, the Comcil further 


recamends thet the fellewing be affirmed, with respect te the parti- 
cipaticn cf personnel of the Services in the atemic, biclegical and 
chanica] warfare research programs; 


1 Py reagan of the basic medical responsibility in comectian vith 
the development of defenses ef all types against atamic, biological end/or 
chexicel warfare agents, Armed Services personnel and/er civilians on duty 
et installetions engaged in such research shal] be permitted te actively 
partic: pete ip all phases of the program. Sush participation shall be 
subject te the fellowing comliticons: 


1. The velwtary consent of the men subject is absolutely 
essential. 


This means that the person imvelved should have legal capacity 
te give compest; should be se situated as to be able to exercise free 
ef choios, without the intervention of any element of farce, frand, deceit, 
duress, overreaching, or other ulterier form of constraint or coercian; ané 
shoulé have sufficiert knowledge and comprehensian of the elements ef ths 
subject matter involved as to enable him to make an understanding and ep- 
lightened decision. This latter element requires thet before the acceptance 
of ac efSirmatire decision by the erperimezta] subject there should be made 
knowr tc him the nature, duretior, and purpose of the experimert; the metho¢ 
and mane by Which it is to be conducted; al] incorreniemces and barards 
reasonably te be expected; and the effects upap his health er persen which 
may possibly come from his participation in the experiment. 


The consent of the human subject shal] be in writing, his sigsa- 
fixe 6 ~“— ns tir ‘orte substent: t 


ture shal) be 


eRe pw f 1 | 3 such sigue re in | zhi e 


The duty ani responsibility for ascertaining the quality of the 
consent rests upon each individual who initiates, directs or engages in the 
experiment. It is a persons] duty and respamsibility which may not be dele- 
gated tc ancther with impumity. 


2. The experimmt should be such as to yield fruitful results for 
the good of society, uprocurable by other metheds or means of stuly, and 
mst rendar end unnecessary in nature. 


S. The experiment should be so designed and based on the resulte 
of anim] experimestaticn and a knowledge of the natural history of the 
disease or other problem under stady that the anticipated results will justify 
the performance of the experinent. 


4. Ths experiment should be so conducted as te avoid all unnecessary 
paysical end mental euffering and injury. 


ai. 
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6. The above recemendations have been coordinated with: 


Mr. Stephen S. Jackson (Tabs 2, 2a ant 38) 
Mrs. fume K. Rosenberg (Tab 3) 
Research and Development Bord, OSD, (Tab 4) 
7. It ie strongly recommended that a policy be established for use 
of human volunteers in experinectal research under the conditions approved 
by the 4rmed Forces Medical Pelisy Council amd set forth iz Tab 1. Memo- 


randa fer the secretaries of the Army, Bavy and Air Force covering the 
conditions ef this a a oe oo oy ee, 


final appreval ef the policy 
Rose, 7. Naskova. WO 


Melvin A, Casberg, uw. D. 
Chairman 
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MEMORANDIJM FOR CHAIRMAR, ARMED FORCES MEDICAL POLCIY COUNCIL 
SUBJECT: Use of F Yo lunteers in Experimanta) Research 
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Vice Chairman 
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ARMED FORCES MEDICAL POLIEY COUNCIL 


WASHINGTON 25. BD. Cc. 


22 October 1952 
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MEMEEANDUY FOR MELVIN A. CASES, ¥D. 


SURECCT: The Stenderde smi tecuiremente to be Followed in Firmen © 
Exyerimenteti on 


kt « comference tcdey vith Lt. Cel. F. =. Mitman, fr., ent 
T. ©. Eedweld, “r., it wer brought cvt thet the rresert varding cf 
the rutiect meno in reregreph 1D hes given rise to some oussticn of 
interpretati cn of the firrt clause in this peragreph, to vit: "Khereer 
priecmrs incercerated in pene] institutions may and beve been used 
if the corditions are met®. It wer decided,’ therefore, to 
delete 2 part of yeragreph 11. It vag recamenied, therefcre, — 
timt paragreph 11 now reed es folloves 4 } :” 


1, Priromere of ver vill not be teed in huren ezrerimentetion. 
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5S. Se experiment should be conducted where there is am & priori 
reasen to believe that death or disabling injury will cocur. 


6. ‘The degree of risk to be taken ahould never exceed that deter- 
mined by the humanitarian importame ef the problem to be solved ty the experi- 
nent. 


7. Proper prepareticns chould be wade and adeqate facilities 
provided te pretect the experimertal subject against even remote possibilitics 
of injury, disability, or death. 


8. The experimart should be conducted enly by scientifically quali- 
fieé persoms. The highest degree of skill and care should be required through 
all stages of the experiment sf those whe comiuct or exgage in the erperizert. 


9. During the course cf the experimext the human subject should 
be et liberty te bring the experiment te an end if he has reached the physical 


10. During the course of the experiment the scientist is charge 
mst be prepared to terminate the experiment at eny stage, if he has prebable 
cause to believe, in the exercise of the good faith, superior skill end careful 
judgrept required of him that a coptizuation of the experimext is likely to 
result in injury, disability, cr death to the experimental sub ject. 


ll. Prisoners of war will not be used in hupar experimentstion. 
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MEMORANDUM FOR THE SECRETARY OF DEFENSS 


GUBJECT: Digest “Use of Mman Volunteers im Bxperiaental Research.” 


The Probles 


Approvel of the recommendation that hunen volunteers be used 
in experimental researc: in order te reach « realistic eralustian 
of protective methods egainst biological, chemical and/or atoaic 
agents of warfare. 


Pastors Bearing on the Problex 


le Research which has been conducted in this field has bess 
restricted in scst yeart to experizmental aninals,. 


2- Results based entirely om animal experimentation cannot 
be interpreted as conclusive evidesce of identical mman reaction 
to similar situations. Such methods of extrapolation have in the 
past and will continues in the future te lead experimenters inte — 
——ee 


~ Be Se cuter Ser venbiette evebentiens to be ande of the de- 
Seneive measures Which should be adopted te protect our Nation 
ageinst a potential enemy attack with spy one of the three types 
of agents, it is necessary to secure additionnl infornmatican which 
Cn SE SORES Gy Ceperye Hie Ute OF RES UNGETe 

ee 

4. The use of lumen volunteers shall be subject te the prin- 
Giples and conditions laid down as & result of the Nurenberg Trials, 
whieh will afford adequate protection to the individual participant, 
as Well as the Government. Que other restriction is added in that 
prisoners of wer shall not be used under any circumstances. 


Recommend atioa 
It is strongly recommended that a policy be established for 


use of human voluntecrs (military and civilian employees) in ex- 
perimental research at Armed Forces facilities. 


«oe. 198 
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Cenourrences 


This preposal has bees concurred in by the following: 
“ Aseistent Secretary (Manporer & Prrsemel) 


Qadein 9 Codon died) 


Melvin A, Casderg, HM. De 
Chai runs 
drned Forces Medical Policy Comeil 


tay erqreayy Teearrys TT ty aT MOTT 


BEST COPY AVAILABLE 


306 


REPRODUCED AT THE NATIONAL ARCHIVES 


© Fetruary 19563 


MEMORATDU! FOR MR. KYES 
SUBJECT: Use of Human Volunteers in Experimental Research 


This case involves the establishment of a Department of ( 
Defense policy prescribing conditions vhich will govern the use NX 
of buman volunteers in experimental research in the field of 
atomic, biological and/or chemical warfare. There is no DOD \ 
policy on the books which permits this type of research. | 
This question has been under consideration for a long time. ( 


It wes last considered at a meeting of the Joint Secretaries 

Group on 8 January 1953. Dr. Casberg, Chairman of the Armed ’ 
Forces Medical Policy Council, briefed Mr. Foster and the three \ 
Service Secretaries (Mr. Lovett being before the Congress at the \ 
time) or the proposed policy. Although no specific objections . 
vere raised by the four Secretaries, neither vas there any 
expression of enthusiasm in favor of the policy. The only 
agreement reached vas that the decision should be deferred to ‘. 
Secretar” YVilsor. in view of the controversial aspects of the mes 
policy and the fact that his admiristration would have responsi- ( 
vbility for administering the policy if approved. .4 


Mr. Foster informec me that be had discussed this question 
with rou and suggested that I should subm t the papers to you 
as soor as you opened for business. ~ 


Dr. Casberg is avatlable to discuss the matter vith vou if 
vo: so des-re. 


see yt Self 


Ths ease has bend revrge o/ ALG. V. UsbiaWuor 


1 reklut ) aor at Cun UBa 
meeting tr API 11f6b £3 
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MENORAMDUM FOR THE SECRETARY GF THR Arty — © 

SECRETARY OF THR RAVY | 

SECRETARY OF THE AIR FORCE na 


. e ' 
- aL 9 -* . = - 
on” of Human. Velimteers in Experfmental Research 


1. Based upon & recommerdation of the Armed Forces NMerciical 

\ Policy Council, that human subjects be employed, under recogni: 

safeguards, as the only feasible means for realistic evaluation 

and/or development or effective preventive measures of defoansne 

aqiiinst atomic, hiological or chemical agents, the policy set 

fort), below will-govern the use of human volunteers by the 

Department of Defense in experimental research in the fielus 

of atomic, biological and/or chemical warfare. 

2. By reason Of the basic medical responsibility in connect 
with the development of defense of all types against atomic, 
hiological and/or chemical warfare agents, Arme¢ Services perso: 
and/or civilians on duty at installations engaged in such resoa: 
shell pe permitted to actively participate in ail phases ot the 
program, such participation shaJ.l be subjcct to the following 
conditions: 


a. The veluntary consent of the human -ubject is 
absolutely cssential. 


(1) This means that the person invol.cd should 

have legal capacity to give consent; should be so 
situated as to be able’ to exercise £ ee pone. of 
choice, without the intervention of -ny element of 
force, fraud, deceit, duress,~oOver-r..aching, Or other 
ulterior form of constraint: or coercion; and shoulda 
have sufficient knowledge and comprenansicr of the 
elements of the subject matter involved as to 
enable him to wake an understandiny and enlightened 
decision. This lateter clement requires that wefore 
the acceptance of an effirmative decision hy éilic 
experimental subject there shneuld be made knowa 

to him the nat:ure; duration, and purpose of 

the experiment; the method and’ means by 


Se. 
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ie which it is to be conducted; all inconveniences 
and hazards reasonably te be expected; and thie 
effects unon his health or person which may possibly 
come from his participation in the cxperiment. 


(2). The concept of the human subject shail in 
writing, his signatwre shall be affixed tg written 
instument sctting forth substantially tte afore- 
mentioned requirements and shall be signed in the ~ 
presence of at least one witness..who shall attcst tO 
such signaturc, inauriting. 
, ee 

(a) In experiments where personnel from more 
than one Service are involved the Secretary of the 
Service which is exercising primary responsibility 
for conducting the cxperiment is designated to pre- 
pare such aninstroment and coordinate it for usc 
by all the Services having human volunteers involved 
in the experiment. 


(3) The duty and responsibility for ascertaining 

the quality of the consent rests upon each individual 
who initiates, directs or engages in the experiment. 
It is a personal duty and responsibizity which may 
not be delegated to another with impunity. 


} b. The experiment should be such as to yield fruitful 
results for the good of society, unprocurable Fy other methods 
or means of study, and not random and unnecessary in nature. 


¢. The number of volunteers used shil2 be kept at 
minimum consistent with item b., above. + : 

d. The experiment should be so desicned and based on thir 
_results of animal experimentation and a knowledge of the natural 
history of the discase or othcr problem under study that the 
anticipated results will justify tne performance of the cxperime:r 


e. The experiment should be so conducted as to avoid ai- 
unnecessary physical and mental suffering and cwnjury. 


{. No experiment should he conducted where there is an 
a priori reason to believe that death or disabling injury wili 
occur. 


g. The decree of risk to be taken should never exceed 
that dcetermincd by the humanitarian. importance of the problem 
to be solved by tho experiment. ~~ 


2 
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: h. Proper preparation should be made and adequate 
facilitics provided to protect the cxperinental subject against 
even remote possibilities of injury, disability, or death. 


i. The experiment should be conducted only by scicntifi- 
cally qualified persons. The highest degree of skill and carc 
should be required through zll-stages of the experimen ¥ of those 
who conduct or engage in the enpersment. 


| 

| 

j- During the course of the experiment the renee subjce: | 

should_bs at liberty to bring. the. experiment to an tnd -if he has” 

reached tlic: physical: or. meatal state where @pntinuation of the. 
experimcnt secms to him to be impossible. 


k. During the course of the experiment the scicntist in 
charge must be prepared to terminate the experiment at any stage, 
if he has probable cause to believe, in the exercise of the good 
faith, superior skill and careful judgment required of him that a 
continuation of the experiment is likely to result in injury, dis- 
ability, or death to the experimental subject. 


1. The established policy, which prohibits the use of 
‘prisoncrs of war in human experimentation, is continued and they 
‘f/ will not be used under any circumstances. a 
3. The Secretaries of the Army, Navy and Air Force are 
authorized to conduct experiments jn connection with the develonn: 
of defenses of all types cgainst atomic, biological and/or chemic: 
warfsre agents involving the use of human subjects Within the 
limics prescribed above. 
4. fn cach instance in which an experiment is proposed pur- 
suant to this memorandum, the nature and purpose of the proposcd 
/ \experiment and the name of the person who will be in churge of 
such cxperiment shall be submitted for apvroval to the Secretary 
of the military department in which the proposed experiment is te 
conducted. No such experiment Shall be undertaken until such 
ae has approved in writing the experiment proposed, the 
person who will be in charge of conducting it, as well as informi 
the Sccretary of Defense. 


§. The addresses will be responsible for insuring compliancc 


with the provisions of this memorandum within their respective 
Serviccs. 


/signed/ 


-C.E. WILSON 
Copies. furnished: 
Joint Chicfs of Staff 
Research and Devclopment Board 
Downgraded to UKCLASSIL.. 
22 Aug 75 
TOP: SECRET 3 _ 
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Ff tom B ata: 2 Mareh' 1953° 


Dear Celis: 7 : 
. , the attached copy of letter I believe is self-erlanatory, 


I learned today that the Secretary ef Defense signed the 
dcounentt we saw, Dut that there wee sone acdification in the ptrese 
erm remote possibility*. In any case Dr. Casberg pointed out, it 

ea te the linite spheres enmoreted in the:beginning. He 
inetsuetions that everything be dene te insure that the 


De that the Secretary of Defense was not left "holding 
the bag’. ; 


Th mua on lir, Jackson's inaistance thet the “Nurnberg Prinsiples* 


Red international juridical sanctian, and te modify thee wuld open 
es te covere eritician slong the line ~ “eee thay we only that 
which exite ther’. Ce yay 

 Gaserely yours, 
Tred. ADau J, RAPALSKI 
Cpy itr to | Colenel, ¥. 0. 
Dr. Zerener’ Adaist ctrater, 
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MOMOR.IDUM THRU: ASSISTANT CHIEF OF STAFF, G-4 


Fons -CULEP Stet grezcma/” 
TILE SURSCON GENERAL 
4 


SUBJECT: Use.of Volunteers in Research ¥ 


pp airogtes 


l. This dizective prescrides policics and procedures governing the 
use of volunteers in research in defense against atomic, biolosical and ROC 
checical warfare. The purpose of this reesearch is to permit a realistic | 

evaluation and/or cevelorpmenc of effective preventive measures of defense . 
ageinststenic, biological or chemical egents. 


2. Certain basic priaciples must te obseifved in order to s2tisfy 
moral, cthical and legal concepts. These basic principles sre: 


a. The voluntary consent of the human subject is absolutely 
- Gssenlizl. di 


(1) This means that the person involved should have legal 

capacity to give consent; should be so situated as to ve able to exercise fut 
free power of choice, without the intervention of any element of force, a 
fraud, deceit, duress, over-reaching, or other ulterior forn of constrain= + 
or coercion; and should have sufficient knowledge and coaprenension of the 

. €lements of the sudiect matter involved as to enable Pim to make an under- 
standing and enlightened decision. This latter elcuent requires thet before 
the acceptance of an affirmative decisior by the experimental subject there 
should be nade known cto him the nature, duration, and purpose of the experiment; 
the method and means by which it is to be conducted; all inconveniences and 
hazards reasonabiy;to be cxpected; and the effects upon ais heslth or person 
which may possibly cone froa his participation in the — 

~~ 

R (2) Tke consc=xt of the human subject shall be in writing, his [nt 

Signature shall be affixed fo 2 written instrcument setting forth substancially 
the <foresentionce fequirements and shall be signed in the presence of at me 
least one witness who shall attest to such oe in writin;. 


(2) Ie experiments aere perveunet: fxrem sore than one 
Service ere involwed, che Secretsry of the Service which is exercising srinary 
responsibility for conducting the experimest is desisrered to prepare such 
am instrument and cocrdinate it for yse by all cte Services Navins humen 
voluntecrs involvce in che cxperinent. 


. eee a an ee ee 
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“SUBJECT: Use of Volunccers in Research 


ab 
'(3) The duty and responsibilicy for ascertaining the_ouality 

of the conseac rests upon each individual wao initiaces, directs or_cnssses 

: m the experiment. Ic is a personel duty and responsibility which may noc 

be delcgaced co another with impunity. | 


b. The experiment should be such as to yield fruitful results ee 
‘for the sncd of secfety, sterecuratic by other necheds or miesas of study “Fh 


and noc randoa and unnecessary in nature. 


B's c. The nusber of voluatcers used shsll be kept at a minious + pont 
consistent with ites b, above. 


' d. The expericenc should be so designed and based on the results lene G 
ef animal experimentation and a knowledge of the natural history of the bod 


- disease or other problem uncer study chat the anticipated resulcts will 
geseety the performance of che experisent. ; . aj 
e. The-experiacne should be so conducted as to avoid all unnecessary 
physical and wenctal suffering and injury. | aus it 


v 
f. No experincat should be conducted where there is a prior reason wa A 
to believe —_ deach or disabling injury will occur. . ph Lut 
g.° The degree of risk to be taken should never exceed chat 4 
determined by the humanitarian importance of the problem to be solved by ° , 
‘the experiment. ‘ 


h. Proper preparations should be made and adequatc [facilities _ 
provided to protecc the experimental subject againsc even remoce possibilitics 
of injury, disability, or deach. 


{. The experiment should be conducted only by scientifically 
qualified persons. The highesc degree of skill and care should be required 
through all stases of the experinent of those who conduct or engage in the 
experiment. 


i. During! che course of the experiment the human subject should 
he at liberty co bring the experiment to an end if he has reached che physical 
or mencal state where continuation of the experimenc sees to him to be 
impossible. 


k. During the oe of the experiment che sciencist in charge 
must be prepared to cermitface che experiment at any stage, if he has probable 
cause to believe, in the exercise of the good faith, superior skill and careful 
judgment required of him chat a continuation of the experimenc is likely to 
result in injury, disability, or deach to the experioencal subject. 
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SUZJECT: Use ef Volunteers in Research 


(1) The established policy, which prohibits che use of 
prisoners of war in husan experisentation, is continued and they will 
mot be used under any circussctances. 

3. The following opinions of the Judge Advocate General furnish 
specific guidance for all perticipants in research in atomic, biclogical 
and/or chemical warfare defense using volunteers. 


a.. Legality of accepting volunctecrs. The authority of the 


Secfetary ofthe Army to conduct research and developmenc activities [s 
contsined in section 104 of the ace of 10 July “1950 (64 Stat. 322; 5 U.S.C 
2353) which provides: 


"The Secretary of tke Army is authorized to conduct, engage, 
‘and participate in research and development programs related to 
activities of the Arny of the United States and to procure, or. 
. eontrace for the use of, such facilities, equipsenc, services, 
and supplies as aay be Tequired to effectuate such programs." 
. Seetion 101 of the Arny Organization Act of 1958 (64 Stat. 264; 5 U.S.C. 
- 181-4) peoveees in part as follows: 


"Pxcept as otherwise prescribed by lav, the Secretary of the Arny 
may make such assig-ments and details of sexmbers of the Ary and 
civilian personnel as he thinks proper, and. may prescribe the 
dutics of the members and civilian personnel so assigned; and 

_ guch members and civilian personnel shall be responsible for, 
and shall have the authority necessary to perform, such duties 
as may be so prescribed for then.” 


i b. Military Personnel and Department of the Arny Civilian Emolovees. 


“ Conpensation for the disability or death of a civilian exployee resulting from 
personal injury or disease proximately caused by his employzenc is payable 
under the Federal Employees Co=pensatcion Act (39 Stat. 742 et seq.), as amended 
(5 U.S.C. 751 et seq.), regardless of whether his employment was of a hazardous 
nature. The amount and type of disability compensation or other benefits pay 

' able by reason of the death or disability of a member of the Army resulting 
€rom injury or disease incident to service depends upon che individual status 
ef each.member, and is covered by various provisions of law. It may be stated 
generally that under presenc laws no additional rights against the Government 
will resule from the death of disability of military and civilian personnel 
participating in experiments} ty reason of the hazardous nature of the operations 
although it is possible that the Congress may confer benefits or grant relief 
by general or special legislation subsequently enacted. Even should the injury 
or disease result from a negligent or wrongful act, the recovery of any cocpen- 

- Sation or benefit under present law in addition to those noted above is doubtful 
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SUBJECT: Use of Volunteers in Rescarch 


ec. Use of Anprocriared Funds for che Purchesc oc Life Insurence. 
In effect, the payment of iasurance premiuas on the life er en officer or 
employee is a form of compensacion (Commissioner of Incernal Revenue vs. 
Bonwit, 87 F. 2d 764 (2nd Dir., 1937), cere. den. 302 U.S. 694, 82 L. Ed. 
$36: Canaday v. Guictesu, $6 F. 2d 303 (6ch Cir., 1936). In this regard, 
section 1765 of the Sevised Statutes (5 U.S.C. 70) provides as follows: 


"No.officer in any branch of the public service, or any other 
persons whose salary, pcy, or emoluments are fixed by law or 
regulations, shall reccive any addicional pay, extra allowance, 
or compensation, in any form whatever, for tke disbursement of 
public money, or for any other service or duty whatever, unless 
the same is authorized by law, and the appropriation chercfor 
explicitly seares that it is for such additional pay, extra 
allowance, or cozpensaction." 


There-is no ststutory authority for the payment of preniuas for insuring 
the lives ef milicery and civilian personnel, and current appropriations 
for ailitary and civilian pay aad allowances do not expressly provide — 
thercfor. It follows chat the payment of suchyrepiums from appropriated 
funds is prohibited Sy the quoted section. The statutory provision In 
question is applicable to all silicary and civilian personncl of the 
Army “whose salary, pay, or emoluments are fixed ov lav or reguizciozs" 
(24 Comp. Gen. 668 (1945). 


d. Private Cicizens. Seczion 3579 of the Ravised Statutes, as . 


‘amended (31 U,S.C. G65(b) ), provides; 


“No officer or employee of the United Scates shall accept 
voluntary service for the United States or employ personal 
service in excess of that authorized by law, except in cases 
of emergency involving the safety of human life or the 
protection of property." . 
It is che policy of the quoted statute to prohibit the. acceptance of 
voluntary services wrich may provide a basis for future clains against | 
the Government. THe staced policy applies not onl: where legal claims 
for compensation may arise from performance of the services, but also 
where the circumstances surrounding the proffer support 2 reasonable 
possibilicy that the services may provide the basis for seeking remedial 


' Legislation from the Congres. Tie JAG is therefore of the opinion that 


the services in question shold not he accented by the Departmeat of the 
Army. In vicw of this conclusion, it ts unnecessary to consider the 
extent to which such persons could exert claims against tne Government - 
by reason of disability or death resuicing from.participatioa in the 
Proposed experimants, or whether premiums on Life insurance for the said 
patcicipants may be paid fron appropriated funds. 
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SUTJECT: Use of Volexteers in Research 


¢. Contreesors' imalovees. The applicability of the foregoing 
considerations to conirsszors' car loyees is considered yelow: 


(1) Leesititr of enn lovzent. The authority of the Secretary 
of the Army to contract for services necess2ry to effectuate researca 

and development activities is contained ia section 104 of the act of 

10 July 1950 (64 Stat. 322; 5 U.S.C. 2353), quoted in subparecraph 2, 


steve. There sppesrs «> ‘ec no ereviss en ef tater which woulZ stevens sc 
contractor from emoloyinz his personnel upen experiments of the nature 
congemplated. Im the literal sense, no question of “2cceptance™ of the 
services in question by the Governmenc is involved, as the private 
relation of such an employee is with the contractor recther than the 
Covernmenc. [It devolves upon the contracting officer to ascertain 

‘ whether the terms are sufficiently broad to pernit the participation of 
contractor employees in the expericent. The terms of the contrsect must 
insure that the contractor will observe the conditions and saicsuards 


set forth in this directive. 


- , (2) Claizs acsinst the Governasent. Generally, benefits. 
to which a private exployce say become entiticd by reason of death or . 


disability resulting from his employment are payable undcr State, rather 
than Federal, laws, with the exception of pursens covered by the sur- 
-vivor's insurance provisions of the Social Security Act (49 Stat. 623), 

as wavnded (42 U.S.C. 402). In some situations the exployee say heve 
remedies against his employer under State vorkmen's compensation or other 
laws. It is not possible to gencralize upon the right of such an employer, 
wnere ha is a Covernment contractor, to claim reimbursement from the — 
Covernment for additional costs by reason of Liability to his employees 
incurred in this regard, as this depends upon the terms of esch individual 
contract. The question of whether any additional richts against the 
employer-contractor may resule from the death or disability of exoloyees 
participating in expericencts, by reason of the hazardeus nsture of che 
experiments, is likewise not susceptible of any geueral stacesent, duc 

to che numerous factors involved. Such persons would not be disqualified 
from prosecuting claims aginst the Government under the Federal Tort 
Claims Act (26 U.S.C. 2671 et seq.). (See also AR 25-70, 2 March 1951) 


» (3) Plirchase of life insurance. In cost-reinbursable .type 


contracts, the expense of caintaining group accident and Life insurance 
plans may be =n allowable item of cost under the contract (ASPR 15-204(p). 
Group life insurance plans provided voluntarily to contraczors' employees 
on a reimbursable basis are ydjecc | to review by heads of srocuring ac- 
tivities to determine thac gteater benefits are noc being extended under 
the cost-reimbursement type contract than: those granted to enp Loyess 
under the contractor's regular commercial operations (APP 10-351).° In 
special cases, Life insurance for employees may be authorized by heads 

of procuring activities (ASPR 10-302: AP? 302) even in fixed-price 
contracts (APP 10-301). In order covbe applicable, cost principles 
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suzet T: Use of Volunteers in Rese2rch 


must be set forii: or incorporaced in a cost-reimbursable contract 

(AETR 15-102). Ls will be seen from che above that, if a contractor 
obtains iasurance oa che Lives of his enployces while-parcticisecing in 
the presesed experimencs, ne may be reimbursed for the expenses involved 
only “here the contract is of 3 type allowing veinbursenenc and the terns 
thereet sllow recovery as an ites of cost. 


f. Irsrecvler ‘and Fee-hasis Emlovres. The stated cactecory 
comprciends all persons paid from appropriated funds for intermictcent 
services, as dist: mguished from regular, full-cisoe employees. For 
example, thé Secretary of the Army way procure the temporary or 
fntcsmittenct services of experts or consultants, including stenographic 
reportizs services, without regard to civil service and classificacion 
laws at rates net cto exceed $59 per diem (sec. 15, act of 2 Aug 1946 (60 
Stat. €10;5 U.S.C. 553); sec. 601, Department of Defense Appropriation 
Act, 1353 (Bub. Law 435, &2ad Cong.) ; sce CPR A?. 6, par. 6-3). The 
exp loynent of experts and consultants either on a per diem basis or 
Without compensation is alse authorized by section 710, Deiense Producrion 
Act of- 1950 (64 Stat. 819; “SO U.S.C. App. 2160). (See CPR A7.6, par. 6-3). 
Tae Secretary of the Aray cay 2lso employ architects, engineers, and other 
technical and professional personnel on a fee basis, without regard to 
classification laws (sec. 2, acc of 7 Aug. 1939 (53 Stat. 1240; 5§ U.S.C. 221) ). 


Im gctacrcl, che eapicyment status of such persons must be 
determined individually from the statutory authority under which they 
are uzployed and the terms and conditions of their caployment agrecacnts. 
Ta some cases it will be found chat their status is aot thac of exployees, 
buc of contractors furnishing services to the Government at agrecd contract 
prices. The following observations are made upon the applicabilicy of che 
three questions considered in subparagraph ¢, above, to che category of 
persons uuder consideration: 


(1) Lesality of eccenting volunteers. The terms of the 
Statutory authority for the employment and the provisions of the caploy- 


ment ayrcement oust be inspected in each case to determine whether che 
particular individual is an employee subject to detail or assignsent 
upon the proposed experiments, or whether his employment is limited to 
other specific odjécts.. If his employment upon the project is not so 
autherized, it would appear that accepcance of his services for this 
purpose on a voluntary basis would be prohibited the considerations 
discussed in sudparagraph é., above. 


5 
(2) Clains asdihse the Government. The Federal Eaployees 


Comscasation Act (39 Scat: 742 2t teq.), as amended (5 U.S.C. 751 et seq.), 
{s applicable to “all civil officers and employees" of che Covernmenc and 
all “persons rendering personal services of a kind similar to those of 
Civilisn officers or exployces of che United Scates*® * *wichouc compensation 
or for nominal comeensation, in any case in which acceptance or use of such 
services is authorized by en pce vf Congress or in-wnich zrovision is azde 
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SUBJECT: Use of Volunteers in Resecren 


by lev for pajymens of tie travel or ether exzenses of such person.” The 
forecoing bro=ja cover2te of she act would appear to include most irrcgular 
and fee-basis employees. iiowever, the administration of the Sencfits in 
question are within the province of the Bureau of Ecployees Compensation, 
Deverszent of Lavor, and only thet agency aay provide 2 definitive ruling 
with respect to coverase of the incividuals in question. With the fore- 
point reservation, the views of this office set forth in subparagraph b, 
above, vould 2app¢ar equcily applicadle to irrcguler and fee-dasis exployces. 
“ -€3) Purchace of Life insurance. The Comptroller Ceneral has 
approved the payment of surgical and hospitalization expenses of a field 
employee injurc¢d while engaged upen flood control work (3 Comp. Gen. 57 
(1923) ), on the ground chat “the cmploycee's compensation was not fixed - 
by lew but was cubject to sdninistrative discretion, since, otherwise, 
payment of the expense by the Government would constitute payment of 
additional comscnsation, which is prohibited by section 1765, Revised 
Staccctes™ (23 Comp. Gen. 175 (1946). Subject to such restrictions and 
limitations as may appesr in the statutory authority under vhich he is 
employed, it would appear from the foregoing that the Government may ~ 
legally bear the expense of premiums upon the jife of an irregular. or 
fee-basis employce whose ratc of compensation is not fixed by law or 
regulations. In tais regard, it may be advisable for the Government to 
provide an addirional allowance te the erployee for financing such private 
insurance arransements as he asy wish to make rather than to undertake 
direct negotiations with inscrance carriers for the desired coverages. | 


4. Subject to the above conditions, Armed Forces personnel and/or 
civilians on duty ac installations engaged in research in subject fields 
shall be permictced to actively participate in all phases of the progran. 
As a general rulc, volunteer subjects should be males under 35 years of 
age, with no physical or eentecl diseases. 

S. Agents used in research oust have the following liniting 
characteristics: 


a. semen pena lethality. 

b. No scrious chronicity anticipated. 

Co Effective ew of available. 

d. “Adequate a of animal experimentation. 


Mad 


6. As added protection for voluntcers, the following safeguards 
will be provided: 
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? SUBJECT: Use of Volunteers in Research 


a. Direct responsibility for the planning and conducc of the 
investigations and for the medical care will rest wich one adecusicly 


trained physician. °. 


bob. All seach and instruments necessary to deal with any 
emergency situations must be available, e.g., Drinker respirator, Mine 
Safety Pneophore, oxygen apparatus, cfc. ° 


' c. Medical treatment and hospitalization will be provided for 
all casualties of the experimentation as required. 


— 


d. The physician in charge will have available to him on short 
motice throughouc the investigation competent consultants represencing 
any of the specialcies co be encountered. 


7. Due to the specialized nature of biological agents, the following 
procedures in addiction to the foregoing policies and procedures will be © 
observed in regard to this phase of the program. 


 _— 


a. Im selecting agents for investigation, priority should be 
given to those which possess 2 high probability,of successful fafection 
under arenes condicions againse U. S. forces. 


d. Tha effaeccivecess of available Gafensive ceasures, eitlier 
iersunizacion or chemoprophylaxis, will decermire the necessity for — 
of the agent. considered. ’ 


c. Use enlarged (4X) Henderson or other suitable apparacus 
for exposure. ) 


@. FPirse experiments will be designed to determine level of 
suscepctibilicy. The investigation should utilize the ainimum number of 
volunteers which will yield statistically valid daca ac low levels of 
dosage. 


e. Increase number of persons to thac level which will give 
significance. , 


f. Then use icmunized persons and persons on prophylactic 
chemotherapy. 


&- Determine and paply details of immunologic study. 


h. From the fofegoing che final step will te to use voluncee> 
subjects, or if there exists a good correlation with a parcicular animal 
for a particular micro-orgenism, then use that animal, on a proving ground, 

snvind far enough froa che acunicion so that the concentration vill be 
known to be approxi=zacealy equal to the level cequired to induce infection. 
(thé s will rule out subjecting volunteers to _stasi=- -conceatrations.) 


“EST COPY AVAILABLE 


SUBJECT: Use of Voluntecrs in Research 


8. Mo cesearch in atomic, biclogical and/or chesical agent using 
volunteers will be undertake: uncil the Secretary of the Army has stated 
his approval in writing. Tre Surgeon General of the Arny will review and 
comment on all proposals for the use of volunteers. Witem appropriate, he 
will seck the advice of The Surgeon General of the Navy, Air Force and/or 
the U. S. Pubiic Health Service. The sponsoring Army agency vill subsit 
its proposal, together vith the Surgeon General's review and coczent thereon, 
to the Secretary of the Arcy through this office.. As a minicun, the proposal 
will state the nature and purpose cf the experiment and the nase of che person 
who. will ve in charge. 


BY DIRECTION OF THE CHIEF OF STAFF: . 


/s/ JOHN C. OAKES 
* Brigadier Ceneral, CS 
Secretary of the General Staff 


Coples furnished: ¥ 
' Asst. Chief of Staff, G4 <- § 
Chief Chemical Officer -5 
The Surgeon General - 5 
The Judge Advocate General - 5 
Chicf of Research and | 
Developaent, OCS - 5 
~ 2 
att 
- oe o* 
a. "se 
"Maes a 


320 BEST COPY AVAILABLE 


YS CF 079-7 
' \. 


— ' , ‘ 
-? .* °o “es - i 
Boveaber 17, 1953 
GROUP CONSIDERATION OF CLINICAL RESEARCH 


PROCEDURES DiVIATLIS FROM ACCEPTED 
MEDICAL PRACTICE OR INVOLVING UNUSUAL HAZARD*® 


It is the policy of the National Institutes of Health to plece prirary 
responsibility for the formulation and conduct of clinical research and 
medical care on the principal investigators designated by each Institute 
Director, in conformity with standards and principles of legal, ethical 
end administrative propriety established by the Director of the National 
Institutes of Health. 


In order to assist the principal investigator in making determinations 
with respect to research projects and medical procedures vhich may 
involve devietion from accepted medical practice or potential hazard to 
the life or well-being of the patient or subject admitted to the Clinical 
Center, the following statement of responsibility is provided as guidance, 
and methods for obtaining group consideration and advice are established. 


It will not be necessary to present each project for evaluation of its 

medical, ecientific and ethical propriety to any single central grow, 

_ but any unestablished, nonstandard or umusually hazardous procedure cha)’ 
receive appropriate group consideration before it is undertaken. 


I. Basic Responsibility 


1. Patient Care Responsibility 


Only properly qualified physicians or dentists may assume responsibility 
for clinical diagnosis, investigation and care. All others associated 
with the project are subject to the authority of the responsible physi- 
cian or dentist, and the physician or dentist assumes responsibility for 


such personnel. 
2. Project Formulation 


It is recognized that every medical procedure is modified or adapted to 
eccommodate the individual patient. It also contains some element of 
risk. Determination as to which medical procedures shall be considered 
as not being established or as involving unusual hazard shall be on an 
individual basis, in the light of total experience developed in vell 
recognized institutions accepted by the profession for the excellence of 
their staff in conducting medical care and research. Published reports 


*Approved by Director, NIE 
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of techniques or procedures used elsewhere in clinical investigation 
without mown deletericus effect to the subject will not, of themselves, 
relieve the investigeior from resmpouib’lity “or submitting for group 
consideration bis plans *o use the sume or Glisziler methods. 


Two distinct types cf hazard are recognized: (a) Jeopardy to the life 
Or relative stete of well-being of the research subject, either a person 
suffering from disease whether ccnsidered curable or incurable, or 2 
normal volunteer subject; (b) Jzcpardy tc the subject's chances for 

cure of his illnese or allevisticn of his symptoms, occasioned by with- 
holding or delaying the application of establishec therapeutic procecures. 


In the development cf any clinical study involving procedvres deviating 
from accepted medical practice cr involving unusual hazara, the principal 
investigator shall indicate, as prescribed by the Director of his Insti- 
tute, such contemplated procedures, referring to the literature end his 
own and others' experience. He shall indisate the necessity end basis 
for his proposed research, noting pertinent laboratory, animal and other 
human research and, insofer es possible, the potential hazard to the 
patient or subject. 


3. Public Health Service Personnel 


Self-experimentation and use of Public Health Service personnel as sub- 
jects in clinical investigation are prohibited; unless prior vritten 
consent is granted by the Director of the National Institutes val — 


TI. Group Consideration and Review 


l. Institute Committees 


Bach Institute Director and the Director of the Clinical Center shall: 
establish a committee or other mechaniam to review and make recommenda= 
tions to him concerning clinical projects proposed by his staff that - 
involve unusual hazard. The review shall include evaluation of the 
necessity and rationale of any such procedure, all significant questions 
concerning medical or ethical propriety of the procedure, availability 
of personnel or facilities to reduce hazard, and other issues requiring‘ 
experienced group judgment. The committee shall recommend (1) approval’” 
with or without modification, (2) disapproval, or (3) referral to the 
Medical Board. | | 


In general this review is expected to settle such matters without fur- 
ther referral. The principal or senior investigator, vho is responsible 
for project formulation and eventual conduct cf the research, may 
through channels request his Institute Director to seek further advice 
Or guidence from the Medical Board. 


2. Medical Board Committee 


TL.@ Medical Board ohall establish a Clinical Research Committee to 
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serve as an expert review body to advise on problems concerning clinica 
research involving procedures deviating from accepted mecicnl practice 
Or unusual hezard referred to it. by the O!rerctor of the Netional Insti- 
tutes of Heulth, institute or clinicu! Girectors, or the Director of th 
Clinical Center. The Ccomittee ie authorized to enlist additional 
assistance cn an ad hoc basis from aaong colleagues, intremural and 
extramurul, coneultants and othere who may have creater experience and 
competence in relation to a civen problem. 


This comaittee will investigate the scientific and ethical propriety, 
and provide croup consideration, before the institution of any procedure 
about which such questions have been raised. Recommendations of this 
Committee will be submitted through the Medical Board to the institute 
concerned and to the Director, National Institutes of Health, for his 


information or advice. 
3. Public Health Service Policy Committee 


A emall standing policy committee for the Public Health Service, con- 
posed of representatives of the National Institutes of Heelth and other 
bureaus, will develop a set of guides and principles relative to man 
research and serve as a general review body and staff for the Surgeon 
General. Special problems of major significance which should receive 
Service-wide consideretion or which impinge on general policy may be 
submitted to this group, by the Director of the National Institutes of 
Health, institute or clinical directors, or the Director of the Clinical 


Center. ; 
III. iets Governing Physician-Patient Relationship 


1. Rules of Conduct 


Rules of conduct promulgated by the appropriate national professional 
Organization to govern the relationship between the professional man 
end his patient shall be observed by staff of the National institutes 


of Health. 
2. Information for Patient 


The patient or subject of clinical study shall be considered a member 
of the research team and shall be afforded an understanding suited to 
his comprehension of the investigation contemplated, including particu- 


larly any potential danger to him. 


Each progpective patient will be given an oral explanation in terms 
suited to his comprehension, supplemented by general written information 
or other appropriate means, of his role as a patient in the Clinical . 
Center, the nature of the proposed investigation and particularly any 


potential danger to him. 


After admission, the patient shall receive information in keeping with 
the development of a sound physician-patient reletionship. 


323 


4. 


3- Patien. Unceretanding iz Agreement 


a. Standard consent or agrewsemu t sis. So be ueti fer - “UFGFTY 
anesthesia, photography and other proceiw?s vnerte th: y are orcinerily 
required ani for permiseioa to disclose clinical finiings, recorde or 


other personal infomation. 


db. Similariy, stsndexri forma pertaining to ;o7t*=rorter e:s—ina- 
tion and disposel of body or *imbe shall be used te recora perei6siou 
for such procedures given by — next of kin or .:esal represep- 


tative. 


c. Voluntary agreement based on informed understsniing shall be 
obtained from the patient and, when appropriate, from responsible next 
of kin when the approved investigation inclujes procedures which deviate 
from accepted medical practice. Im all such cases, a notation shall te 
made on the patient’s chart of the essential points of the explanation 
end of the agreement cbtsined, together with any coment or problems 
raised the in the opinion of the responsible physicians 
advisory groups noted above «4 procedure involves an unusual 
hazard, the proposed procedure shall not be undertaken until the petient 
has voluntarily signed a statement, entered on the patiert's chart or 
as a& separate memorandum, indicating his understanding of the procedure 
and its purpose, including potential hazards to him, and his willing- 


ness to participate. 
4. Responsibility — 


The physician in charge of the patient shall be finally responsible for 
providing information to the patient, referring physician and next of — 


kin and for obtaining voluntary agreement from the patient, guardian, 
next of kin or others, as required, for the procedures described above. | 


He shall be responsible for incorporating in the medical record the -“ 
information given the patient and the nature of the informed consent 
or agreement accomplished vith the patient, including any couments, 
objections or general reactions made by the patient. 
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SUBJECT: Status of Excam Valmnteers in Bio-wmsdical Experimentation 


TO: pg Secretary of Defense (Health & Medicine) 
7” Office, Secretary of Defense 
sown Mn 25, O. Cc. 
 ATTH: Calemel Sheldon 3S. Erountcn 


1. Im carrying cat its respesibilities with regard to the public 
release of atomic energy information under the provisions tape 
‘of Defenses Directives Nos. S—54,00.2, dated 22 September 1952, and 5230.4 

- dated 26 Hovember 1952, the Office of Public Information requires Head- 
quarters, Armed Forces Special Weapons Project to review and commant on 
releases involring the military application of atamic energy... The 


of review of documents taken by this headquarters is limited to the 
following: 


Be Coment is made fron the gazuvity classification standpoint 


ef Ce aay Qymeeaes CS ae Gy 


N ‘be Cooment is made on technical inaccuracies fran the stand~- 

“i point of the military applicaticn of ataxic energy. 

| 2. In implementing this policy, the Surgecn, Headquarters, AFSWP, 
is frequently required to review docunsnts containing Bio-medical ex- 
momtey bea my ph nen Ah ny ns hag mgd nF ng dl 
weapens tests. Some of these documents contain data obtained by, and 

S GEES CEDUSREEA Shy. SD GES GE SEN CHENENENTS OO SE GSES 

fo  ,. 

r 3. The Surgeon also reviews all preposals for Bio-medical research 
projects programmed at atamic wespons tests by cthur agencies as well 
as initiating end sponsoring such proposals. Same of these projects 
include the use of Iman volunteers. 
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- i! REPRODUCED Al THe NATIONAL “ARGH YES, a 


S¥PSG/7CO 
Sabject: Status cf Erman Volumteers in Bo-msdical Smerimemcaticn 


L. At the present time, this hesdquarters is reviewing @ 
Cosimical sepert extitios "Flash Hlindness® wich mentions ths fact 


that b=sn peawe were coplaged daring stents weepens tests 
conducted £2 195 Subsequent reports from later tests on the same 
eubject c= Rees cumblinss as well as refercing to at 


‘least two instances in witch volumteers-were injured as 2 consequence 
ef taking part in fisid experiments. Because of the implicaticzs 
aimvolved dus to these injuries, it is felt that a definite need 
exists for guidance in the use of bmman volunteers as experimerta) 


subjects. 


5. It 4s therefore requested that this headquarters be,-advised 
‘Af wach guidance is available and, if so, thst a copy of the policy 
directive be made available for reference. If such policy guidance 
has not been formated, it is recomuentied that such be.done and . 
given the widest possible dissemination to preclude the occurrence. 
of qpfatenttendh Vestathons & tasidunhe ty suesurch Sneetiguyepee 


DIsTR: FOR JHE CHIE, AFSWP: 


= 1 aS ry to addressee 

3 en) to AG 

Cy 4 (yellow) to ac ' IRVING L. BRANCH 

Cy 5 (pink) te Ac Colonel, USAF 

Cy 6 (white) Medical Branch reading file yore. Chief of Stats 
Cy 7 (white) Medical Branch comeback file copy 


(SEE NEXT PAGE FOR M/B) madara 


Lt. Col. Browning/met /156994/52793 
SECOND PAGE’ REWRITTEN Major Miller/ned/186994/52793 3-554 
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M/R: In Nov 53 it was learned that there existed a T/S document signed 
by Wt y neh of Defense which listed various requirements and cri- 
teria witich had to be met by incividcuals contemslating the use of human 
volunteers in Bio-medical or cther types of experimentation. Since this 
information was of particular importance to this office in classifying 
and/or releasing information on the Flash Blindness programs at weapons 
tests, attempts were made to learn of the nature of these requirements. . 
On 14 Jamary 1954, Lt. Colonel Browning and Major Miller had a conference 
with the Executive Assistant to the Assistant Secretary of Defense 
(Health and Medical) at which time it was learned that although this 
document details very definite and-specific steps which mist be taken 
before volunteers may be used in experimentation, no serious attempt 

hes been made to disseminate the information to those experimenters who 
bad a definite need—to—kmow.- The lowest level at which it had been cir- 
culated was that of the three Secretaries of the Services. The Assistant 
Secretary and his Executive agree that the document should be downgraded 
but have not been able to obtain concurrence from Dr. Hamnah nor fron 
“the Judge Advocate: It was suggested that this office prepare a letter 
“for the Assistant Secretary in which was detailed our need for this informa- 
tion and the manner in which we were handicapped through ignorance of 
the provisions of this document. It is intended that this letter shall 
point up the need for some relaxation of the grip in which this document 
is now held, at least on a definite need-to—imow basis. 7 d 


Lt. Colonel Browning /mef/13699A/ $2793 
SECOND PAGE REWRITTEN Major Willer /nedhB6994/52793 3—5=54 
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1 AGFRUUUCED AI THE NATIONAL ARCH! YES: 
= SNP RUUTING -ARD CORKTROL SHEET 
MOTB: This Rostiag asc Coatrol Sheet will remais aitacaed to this commsnicatics eatil ell as-tica re- 
quired is completed. After action bas bees completed it will be filed ia the Adjeutast Gesersl's Office. 
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. - 
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CHIEF, LOGISTICS e 
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(OT FoR PUELICATION) 12 Merch 1954 


4. 8 seer a ‘of Husen Volunteers in Medical Research 
i" Prinatples, Policies ard Rules of the Office of Tks Surgeon General 


| (te be. Uses es: fer es epplicshic es 2 son—cands tory guide ead pasening 
T° aed conduct'ng contract reseerch.) 


1.7.-Ts: “voluntary consent of tae han subject is coesatial. This -~ 
‘mess’ aketeaes 2 porsen: couceraeds-~ Bs oe i ' 
So aE 2 RSS 9 + od moss 13, =e EN ae Se! ne 
a pa. Goceit,, duress, over-res , or other. fore. ofigee: A hee 
Ai ety ; straint or eoarcicn. 3 te 


aS ghee a Sr ‘es * A ne ee 
‘ Best resi SoowA | have, Lege2: -capactty.. to ‘Bre tthiate. 

mad; * ets 3 o 
, Der: gr ti “ai due tad’ a6 ‘te: ‘batable "ts faxucpioe: “free. + 0D « 
- Se 3- F power’ of choice,’ without intervention; cf feree, : ‘trew, a 
, 360. * should. have: sufficient ‘Wnevledge and eutesetedtios ef J 


re wet. the experiment to emble ‘him to mike an onli ghtancd 
"  "*, @eeision, on the of ’ explsmaticn given to him as 
specified ‘below. — : ic oa ; 


6. Should state his consent in writing, ‘signed in the 
presonce of at leest one witness who shal] ettest to 


guch signature in writing. V 


. 2, Zeeb individual who initistes, directs or engsgos in the is * b 
oxporinent hss @ persons] duty ari responsibility ad escertsizing 
=. quality of we voluntoer's consent. : 


bs given edequs te Oxplamstion. He should be informed of the mturo, 
Guretion, end purpose of the experinent; the method ‘ond nesns by whi 

‘it is te be conducted; ell inconveniences ond hszzrds reasonchly to be 
axpicted; and the affects upon his hoalth or pstscn which ey eumeaned 
cone fron his perticiptton in the pan . > ae 


3. Before the-acceptance ef consent ‘of the. volunteer, ke must 4 - 


4. The expcrincat showla be such as to yield cmutena resulta " 2 Y 
“for the good of society, unprocurshle by ottwr mens of saxy, end not - 
rendos @mi unnecessary in soturs. 


$. the micber of volunteors uscd east b: kept ats ninte==: con 6, 
‘sistent with tho a matemeed of 3 fru‘ wl axporinent for the goed of 
socicty, © 


6 In erdor that the enttetaniet results will justify cto the JY 
expurinent, it (the oxperiment) should b> designod end tosed on the 

results of enim il experiscntstion cad s leovlodgn of the mtural histery 

of the disoese or othur problom under stv, 


e+? a epe=—ee + ‘* e - = Soe = Mes * aed = . " +o! - a \. « arm, mw ew e+ «* @* 
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7. Toe experi=sat should té 30 ‘iitien 5 at to evoid ell oe 
cesea ry prysical eco rontel suffering ari injury. 


" 8 Mo cepertanes should be corsiucted vhoro thera is a a priori . 
reason to believe that dosth er dissbling injury will ecctu>. 


9... Tie degres of risk.to the volunteer should never exceod ‘that 
detarained by the cd er eae 


ww the: experizent. 0. Se ae ae tee + ee Pee. 
SS *. a : YD ~<a." ~~ . pyAk he ashe as - S ty eelentitt milly. < 


eball be phen Pipe a Spee te tly ope ft care xc 


- throughout the experiment, Campetent consul tants should be ers 


/ 


able en chert antics is this comectios. 


2. adeente prepare tions ‘ebould be mde end etemate tacit. y 
ties provided te protect the experimental subject egeinst eves re 
mote posaelbilities of injury, disability or dasth, This includes 
smagewases hen sr mest os] treetacnt es. my be eaten 


2. The busen voluntecr subject should be ot Liberty to bring 
the experiment to on ext if be feels Gat 30 ts ingesetide Ser tie & 
contimao umior the test. 7 


* 23. Tho scientist or physician in ebarge mst bo prepared to 
terminste the experiment et any stage, if he hes probable couse te” 
balicvo, in the exarcise of the good faith, superior ekill end care- 
ful jodgment required of hin that a continuation of the cxperiment is¢ 
ag rosult in ee, Cissbility, or dosth to the exparizental 

o° 


Li, Established poliey probibite the use of qutcniane of wr 
in umes aa aetmeenrene They wil not be used under any cirem- 
atances. ol P 


15. Agents used io rencareh most have the fotioving Lint ting 


* characteristics: 


a, Controllable lotality - 

b. Ms serious chronic{ty anticipated 

c. Effvuctive therapy evsilatils 

* Adequate tackground ‘of ani=n) expertnents tion. 
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MEPROUUCED Af fhe materi seve $ 


LETTERMAN ARMY IIOSPITAI. seeerts serine 


C Ome OG 186 Gi Ft tay 


SAN FRANCISCO, CALIFORNIA eet Te reer rewacs 


4 January 1955 


Colonel Elacr A. Lodmell, ib.C 
Chief, l.adiological Service 
Walter Reed Aray ilospital 
San Francisco, California 


Dear Elmer: 


I am writing you this letter at the suggcation of General Gillespie 
after having discussed with him the matter of requiring paticnts to 
sign a permit for radiciszotope the we have startecd in a small way, 
Limiting outselves to test doses of I+). work nas been started on the 
Radicisotope Laboratory and should be completed within 90 days. 


In our initial scet Radioisotope Committce it was trn- 
tatively decided that ve t wire a signed permission on tho 
part ned the patient for td + This conforas vith the practico 
ets etiospital tut conform with the practice at University 


tal where Dr. Hiller requires a signed permission cven 
; « However, bo tells me that bo is not sure that this is 

SB that it is mainly a continuation of a practice initiated 
vhen the presedure was still experiaentel end alse beesese on the form 
the patient is required to sign a statement that she is not pregnant. 
Regarding the signed permission for therapeutic doses we could not reach 
complete agreement since hajor Len,con, who is in charge of the Nadio- 
isotope Laboratory feels that it is not indicated and, if utilized in 
the form now used at Ynltor eed in which possible milignant change is 
mentioned, that it will have an adverse effect on the paticnt with hyper- 
thyroidism. Major Newnan feels that one should be signed but is not 
convinced that the reference to mlignancy is desirable. The Logal 
Officer (1.t. John J. Kullane, Jr, Asst. Judge idvocate) states that, 

if the permission is te stand up in court, all possible doletcrious 
effects including malignant change must be explained to the patient and 
signature obtained. I feel that a signed permission should be cbtained 
but doubt the wisdom of mentioning the possible malignant change since 
there is no definite evidence that this has ever occurred. The Hadio- 
isotope Committee could sot agree on what should be cone amd General 
Gillespie suggested this letter to find out if an Army-wide policy has 
been or would be established. 
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bave talked to Dr. Mille. and I am enclosing a copy of the form 
which require signature on which iapresses ac as 4 quite innocuous 
form although the wording I believe could be improved upon. I am told 
that a signed form is required at Stenford by [r. llewell but he is out 
ef toun end I cap get no information. 


I would also like to know if you approve of the authorization used 


at Walter Reed Hospital for radiophosphorus and also radio iodine in 
the treatment of thyroid cancer, copies of which I am enclosing. 


Any information you can give ms along these lines will be greatly 
appreciated. 


Sincerely, 


GuA . 
aUL O. WELLS 


Colonel, 4.C. 
Chief, Radiclogical Service 
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ACPROPECED AF The rare aucrvavetc “4 Ielew Reed A WN. 


List of Specific Vsea of .ao.vmaterials with juggested sc.tivns (As additional 
barcvyptass) te Ube “"QUTINMUZallUk Ful abhloiid lve U heb UACTIVE rwibhials* 


, Fors For the Purpose of Further Clarifiention 


1. Radioiodine (14) for treatment of hyperthyroidisa: 


The expected beneficial results and tne possivle undesirable results 
(the latter including such real possibilitics as sore throad and 
hypothyroidisa and such speculative possiblities as malignant changes) 


of this form of treatment have been explained to we to my satisfaction. 


2. Radicphosphorus (p32) for treatment of leukemia cr polycythemia vera: 


The expected beneficial results and the possible undesirable results 
(tbe latter including radiation sickness and depression of the blood- 
forming functions of the bone marrow) of this form of treatment have 
been explained to me to ay satisfaction. 


3. Radiociodine (32) for inducing hypothyroidism in euthyroid patients vith 
incapacitating angina pectoris and/or chronic congestive heart failure: 


The expected beneficial results and the possible undesirable results 

(the latter including such a real possibility as sore throut and such 
speculative possibilitics as sterility and malignant changes) of this 
form of treatment have boen explained to me to my satisfaction. also 

I understand that this treatment is for the purpose of destroying ali 
thyroid tissue, normal as well as diseased; and, that a permanent soed 
for replacement therapy in the form of thyroid medication must be expected 
if a normal metabolic state is to be maintained. 
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REPROOUCED 41 THE fan Trem AAC ewes 


| ' 
CLInICaL nECOND 2 . AUTHCKIZATION FOR aDHINILTRATION G@ iwDl0eCTIVE HaTEKlals 
t 
l. I hereby consent to the performance upon: Sema a | ILS PAROS Coot re eld 
of 


(Diagnostic and/or therapeutic Procedure to be perfcrned) 


a) oe © ome « 


COR OOM 6 eRe eT. ee eee oes ee ae em + 


(Signature of Patient) 
When patient is unable to affix signature or is legally inospetct; 
WITIESSED BY; quEEEEEE eens « « _ 
~ (Signature of ‘Consenting verson) 
Sao ee ( Relationsnip to Yatient) er 
enquinaie of atkins) snidinadiinecen Gtibis 
7 (address) 
cS be oe Cohty” &state ) 

“Patient's Wame (Last, First & Middle Name) _— No. ~ Ward ito. 
“Name of Hospital or Other Medical Facility eda tt Sile Baas AN He nee ear 
“WRANS Porm Q03°"* "oman acne emis cee ce eee oe dinaeninebeinie teens 

& 15 Dee. 195%. 
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& " Rndloiedine (p72) for treatment of thyroid cxnccr: 
The poe beneficial results and the possibdie undesirable results 
(the latter including such « real possibility «es sure throat anu such 
speculative possibilities ss sterility and mligmant chonges) of this 
form of treatment have been explained to ac to my satisfaction. Also, 
I understand that this treataent is for the purpose of destroying all 
thyroid tissue, normal as well as diseased; anc, that a permancnt need 
for replecemert therapy in the form of thyroid sedication sust be 


expected if a normal metabolic stato is to be maintained. 


5. Radiogold (aut ) for intracavitery instillation in the treateaent of effusions 


dus to malignancies: 
The expected beseficiel results and the pousible undesirable results 
(the latter including radiation sickness and depression of the blood- 
forming functions of the bone marrow) of this form of troatzent have 


been explained to me to ay satisfaction. 
6. apy diagnostic study involving the use of radicasterial: 


The nature of the procedure to be performed and the muaning of the 
work "radiocactive" have been explained to ae to ay satisfaction. 
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REPROUUCED Af 1h NAT IOria AClEWES 


, 


, DWUuwiATION FOR PaTIEWSS RECE:VING KhaDIVIWIE 


In order to study how your thyroid cland (goiter) is acting, 
we necd to givo you a small amount of rndloiodins. 


Radioiodine gives off radiations called beta rays and gamma 
rays. These rays are like x-rays and too muny of them are harnful 
but thousands of people are examincd by means of x-rays every day 
with no harmful effects. To the best of our knowlodye, the amount 
of radiation you will receive will do you no narn. 


We want you to understand that you are recciviny umall quan- 
tities of radiation after you drink the solution of radiviodine 


and ask you to sign that you have read 
statement. 


and understand this brief | 


DO NOT SIGN THIS IF YOU AKE PREGSALT. 


Signature 


336 
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INPOKMaTION FOR PATIENTS heCEIVING KaDlO-IW Lit 


In order to treat the disease of your thyroid gland, ve 
want to give you radio-icdine. Radio-iodine yives off beta 
and gamma rays while in your body - mostly in the thyroid 
gland. Geta and cama rays act on the body auch like x-rays. 
X-rays have been used for treatment of certain thyroid diseases 
for many years. While the use of radio-iodine is still experi- 
mental, we beliove it will be more satisfactory than x-rays. 


We want you to know that you are receiving radio-iodine 
when you drink the solution given you and to show that you have 
read and understood this simple statement please sign below. 


Signature..cccccccccccscccccscesses 


DOCS ec ccccccccccccccoscccecescecese 


eeeeeeeeneeeeesceeeeeaneeeee 
. 
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; o- REPROOUCED AF Tig rintiOrim, sR OVES 
OF agin Ee eB A 


Office Memorandum ¢ UNITED STATES GOVERNMENT 


Chief, Medical Plans and Operations Division 
To : Chief, Legal Office pate: 3 August 1955 


prom : Chief, Medical Statistics Division 
supjocr: Permit for Radictsotope Therapy 


1. Reference is made to attached letter from Colonel Wells, Chief, Radio~- 
logical Service, Lettorman Army Hospital, concerning the desirability of obtaining 
an authorization for radioisotope therapy from the patient concerned; to memorandun, | 
Chief, Medical Plans and Operations Division to Chief, Logal Office, & April 1955, 
subject as above; and to memorandum, Chief Legal Office to this division, 20 July 
1955, subject as above. 


2. It is the opinion of this division that Standard Form $22, Clinical Record— 
Authorization for Administration of Aneathesla and Performance of Operations and 
Other Procedures, is edequate for use in those instances when suthorize ad= 
sinitration of fedaianiann sharegy ts desired. Tt Us maggssted that sg sugges t I 
a ont of an authorization form possible sido effects or undesired 
rosults of such therapy my not relieve a hospital er physician of professional or 
legal responsibility. This division agrees with the view expressed by Medical 
and Operations Division that the dewslopment of a special authorization form for one 


procedure may imply a requirement for such forms for ether procedures, such as the 
administration of nitrogen mustard, of which issue and use is also controlled under 


SR §2-10-10, 
Incl n/c L. HAMILTON 
NO, 2 F S 1955 
° DATE August 
Capt Helbreck/626L0/nf 

10: Chief, Legal Office 

Chief, Medical Statistics Division 

IN TURN 


FROM: Chief, Medical Plans arc Operations Division 


This division concurs in the above-comments of the Medical Statistics 


Division. 
i pears 
n/c [corona M, C, 
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HUMAN STUDIES PROJECT TEAM une 2, 1994 
{LOS ALAMOS NATIONAL LABORATORY HSPT-REL-94-566 
Barcode: 00131775 


Shipman, Thomas, L. 
Letter to Dr. Charles L. Dunham 
June 18, 1956 


This document has been released by the Los Alamos National 
Laboratory through the Human Studies Project Team as part of the 
Laboratory’s participation in the Department of Energy’s 
openness initiative. This release is part of a continuing effort to 
identify documents related to studies in which humans were 
exposed to ionizing radiation, or of intentional releases to the 
general environment. Other related documents of substantial 
public interest may also be involved in these release. We are. 
aware that some pages of these documents are not easy to read. In 
some cases, this is the result of an original document that is in 
poor condition to begin with. In other cases, the document has lost 
its readability in the copying and scanning process nec for 
a rapid release procedure. If the latter is the case, you can call the 
Los Alamos National Laboratory Human Studies Project Team and 
we will try to supply you with a better copy as soon as we can. For 
further information contact the telephone number below. 


RELEASED DOCUMENT | FOR FURTHER INFORMATION CALL 505-667-1948 J 
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TEMAS L. TMA, NM. D., 


Vary sincerely yours, 
Health Divris.cs Leader 


be. Gus. L. Danke 
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UNITED STATES 


ATOMIC ENERGY COMMISSION 


@ anay ae ve WASHINGTON 23. BD. & 


Bir:clo July 5, 1956 


ar. Thomas H. Shipman 

Los Alamos Scientific Laboratory 
P. 0. Bex 1663 

Los Alancs, New Mexico 


Dear Ton: - 


This is in response to your letter of June 18. ‘uestion 1 is 

answered easily. The Los Alamos Konitors' Handbook {s a little gen 

and when {t is revised in the light of what would appear to be inpendins 
changes in the maximum permissible levels for external exposures I weuls 
hope that you could continue to make copies available as you have in the 
past. Although it micht rclieve you somewhet of the responsibility if 
it were published here under Division cf Blology and Kedicine auspices I 
can see two good reasons why this would not be desirable. One, it would 
require official endersenent by a musber of interested Divisions which 
might delay its reproduction, and two, being a Les Alamos document rather 
than @ goverment document it would, as has been demonstrated in the t, 
be much more acceptable and palatable. As to your second questig-./!I 
fail to see any particular problem with respect to the aduinistration of 
tracer doses of materials to human volunteers vith four provisos: me, 
that these are true tracer doses and fall well belos by an order of 
magnitude cr two gfan amount which could result in something comarc>lz 
te a continued maximum permissible body burden. The other three provisos 
are those you have suggested, nanely, that the procedure be approved by a 
senior medical officer of the institution, that the subjects are bona 
fide volunteers and fully informed as to the procedure involved; and 
that the procedure be carried out under the supervision responsible 
physician whe is licensed te practice in that local thing & 
context within which Shields made very strong statements decrying 
experimental use of volunteer huwran subjects was one in which there was 
tremendous pressure being put on both the AEC and the IC3 to pernit 
large doses of whole body radiation exposure in human volunteers, that 
is, Mumdreds of r to determine the dose levels at which nausea and 
vomiting would occur, impairment of work capacity and gross henatclogical 
change. 


Sincerely yours, 


peroerTor SA L/L. O44. AB 
Charles L. Onhan, KF. 5. 


3- Directsr, Division of 
om £3 - Sey 230 Biclogy and Kedicine 


FILE BARCODE 
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HUMAN STUDIES PROJECT TEAM June 2, 1994 
LOS ALAMOS NATIONAL LABORATORY | HSPT-REL-94-568 
Barcode: 00131777 


Shipman, Thomas L., MD 
Memorandum to Distribution 
July 12, 1956 


This document has been released by the Los Alamos National 
Laboratory through the Human Studies Project Team as part of the 
Laboratory's participation in the Department of Energy’s 
openness initiative. This release is part of a continuing effort to 
identify documents related to studies in which humans were 
exposed to ionizing radiation, or of intentional releases to the 
general environment. Other related documents of substantial 
public interest may also be involved in these release. We are. 
aware that some pages of these documents are not easy to read. If 
some cases, this is the result of an original document that is in 
poor condition to begin with. In other cases, the document has lost 
its readability in the copying and scanning process necessary for 
a rapid release procedure. If the latter is the case, you can call the 
Los Alamos National Laboratory Human Studies Project Team and 
we will try to supply you with a better copy as soon as we can. For 
“ther information contact the telephone number below. 


RELEASED DOCUMENT | FOR FURTHER INFORMATION CALL 505-667-1948 
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Supple ata statere. 8 SYSST™™ ecclication fer a =e en << 
revised fern a3 of jure so, 955. = Sa: 


This statesmst is ittenses so answer Cercsin qurstions cesardias the 
application waics were faczec Sy sesvers ef she Arsec Forces Epiceszsiegisal 
Beart and sraasmicced co Sr. Fez ty Sr. Jenn ©. Sapcer Sy pnese ac Sestender Lt, 
19sé. . 


1. Concerning soxpiiasss Wis che principles, policies and culzs of che Surgecn 


3. Re che seccisns ceaiisg vich vrelencary sensens, i.e., nes. 1, 3, 3 and 12, 
there is no problem insofar as Citrilias veianteers ar) sencemed. Tie sredlem vith 
respec: co prassner velunteers stems sizply {ros sae fact that sey ar= sriseress 
ami is wore apparent chan real, i.e. their beings sriserers say be comscreed by sac 
to limi: cheir freedea sf choice. In poins of fact, at Seth Ansela (ba.) and 
Parchman (riiss.) a clear condicieon {sr cur ver sn se gars of che vars\en or 
Superiatendent is sas she sen cuist freely veluncser and, co insure shat, ve can 
effer chem ae incucement, financial or premise of sive off, te obtain their 
Consent. We ds have sermuission co discribuse cissretces on ctctasion az «4 sinsr 
feward but never promised. Every reasomasie effort is save to insure that tix 
prospective valustsers uncerstanc she sacure of Sw project and any cisks or 
inconveniences related te sheir parcicizatiss. This is dene vertally in calking 
to small sreups in which every eppercunicsy for questions is given asd, in less 
detail, is wriciag by iscerperating a staterent of che ebjectires and risk 
imvelred is the release forms. ALL velustecrs are required te sign such forns 
in the presence of at least 2 witmesses, signing after each paragraph te indicsce 
their having read and ucderstsod che paragraph and, finally, te isdicate their 
free consent. Further, este in the scudy, cee velucteer is {ree te arsp out 
at any stage; is facc, set a few have dene so is the past. 


b. Concerning Juscificatios ef the *—perisents corducted, i.e. section nes. 
4-9 and 15, the Veard sust form its own opinisn Sut che principal investisacer 
belisres that the risk wich strain © vaccine is now known to be negligible, thar 
" @he further verk necessary can be dene only is san, that prericus anizal 


injury. The west consequential aspect is <he matter cf challenge vith rirulen: 
typhus rickettsiae which is essential to establishing she effectiveness ef tir 
-Veecine and which secessarily Lavelres che use ef son<-imwune valusteers as curtivls, 


Tie possible sature cf the resulsing disease is fully explained te the ann whe 


must re-velumteer at this stage. Adequate cherapy, ef course, is available end 
dnsciccted as. s00mn as the fact of disease is reasonably evridest, i.e. after 
48 hours of fever. 


¢. iedically speaicins, relating co sections 10 and Ll, the past and sorrenc 
bealth status incledins koown allersies is considered cefere final entrance of 
tie volunteer ints the study and adrenalin is always at hand te cope vith 
respected shock reacciens to ineculacion (not se far encountered in this vert:). 
At beth Angola and Parciman very adequate hospital facilitics exis: and beth 

had ome (tve at Parchean) physician in residence. Mevever, at 
Angola from last Janvary until new cuere has been se full cise phrdisian in cpis 
ef stremuous and continuing effercs to erpley ene. Personnel of the "“aedical 
es are there, a Satsa Reuse physician bas visited regularly J sises a 
en comstast call (he could be there vithia 1-2 hours), and ve 
and are om call wich a J<¢ br. cravel Sime invelred. Currently, 

a fuliqtime resident poysician bas fest been exployed agaisa 


it is reperted t 
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Suc ce curctcre> ia the jee ewst Se Serce tn sind. Yelunteer: te Save boon 
cusllensrs sssally7 3ave Seen retasses in cms hospital for a U~<er pertee ics te 
tus of shalcengt [2 permet Sleser supecvisaem; ia a few cases at Parcnman (ns 
challences “ave yet seem Some af Atgcia) tem at Sarat oem SEqeES= Save Seen 
permictec co “Baas ot cae suS Wis Segalar reuse of tesperacere tamcas aci 
transfer 2 <xt 2essetae as she first sagen ef Jerer. At Parccman che prussa 
piytacians carec ist sts sen sue Secase Ll om cms fasaz of FrEYsous éetarlc<e 
imstructieas act {recusst puese somsultasiens sis us o2 “ew Orleans. Uniess a 
physiccan is afactacis at Acgela, a paysiciam fren sur greez wo be stacisms 
there durisg ine asmicizace< persed sf ioizess cesulsunyg {rss salcengs. 


ad. Other seetsens set specifically ceuched upon are ses. LJ acd Li, Ciriscclr, 
section L) wilt we fully complied ich; vaccinatien Snseclasss: and/or qualia: 

La will set Se given cs amyexe whe may lave reacted actecteiy cs 4 previsus 
isoculss of wnese surment state of Sealcn aay cemtra-incicate i5. Smiles it is 
hard to Tusuanics acy 7essibie Teasen eemrsing is Sz Ligns 3f sur gresent ‘acviecse, 
we alse are ;repared co Sals <Se general progres if iscccacec. Seeman Li, = 
prissners of war, is 2st applicable. , 


Z. Requess far an advance precsesl cf a prepesed experczens: <I: is fels chas te 

plan cf werk is reasenaair cutlined on 9. 4 af Sie Tevisec appiication. llewever, ts 

illuscrace suis peist furcter, ce plans fer our next Visit co Ancols are indicsced 

briefly selew. Tisraciess for iafeccivisy and Sactaricisgic safecy tases fer a 

mew small let of vaccine have juss been completed. We plan ncw ts citrate cis 

let in velunceers using 6 ta 8 oen per half-leg dilution over 2 § dilutiss ran 

which we expect will bracket the isfeecivicy end-geist is mas as determined by 

serologic response. This experimen: has bees dene svice defers and will be repeated 

a tember of cices in che future using different lets of vaccine or the sare lec 

after perio¢s ef starage in erser ts define mere certainly she relaties betveca 

vaccine infectivicy as measured in egos before and after lyepmilisation acd 

potency in san. An added ebjectire is ts werify cur assueption cit 

tie delayed <rpe cf reactions can be controlled by appropriate ancibiecic therapy. 

For this reason ste eccurrence of such reactions vill be sought and, using 

texperacure of 100° F. as an objective cricerion, alternate instances of reactics 

will be created er given « placede. UGecause ef che low incidence of such reactiacs 
procedure will be part ef each individual experiment, thus perniccias slew 

nen 


a 
i 
ani 


f 
i 


rH 
a: 
i 
F 
F 
fe 
tf 
Eg 
4 
= 

. Bf 


estensibly ts support he sase vork prepesed under ste AFED request plas 
tuvian werk eriginally propesed but since deleted {ren 
explaincd isn a letter dated August 4, 1956, ts Or. Sapter act : 
mecessary circulatiss, See intention vas to actept the ATID contrace if 

and te discuss vith Sr. Karel che possibility ef using 1 portion ef che S715 
fumds ts teruisats the Pervrian werk. Preference for cts ATU congract derived 
Chiefly {rem che fact Stat ste budget requested had dees prepared considers y 
‘Later thas chat requested of ste USPS (afcer considerstle re-thinking of te 
progras) and previded for somewhat sore technical sels uxt supplies. I alse 
fer tee ecture salarr ef Or. Jerdas, whe spends ber full cine on te 


co rle3: a\is\es 
RS-509 GS ecu? 334 
ewreN: 

F=f: Cian cox. ~ \ 


Cnr Om Om) 6 OTe 


347 BEST COPY AVAILABLE 


crplus werk, « poiat of seme iepertance since funds fer wr aajer pertise of er 
salary, new deraved fram Che rather swacger Separceental budget, would becee 
available te belp sbtain sem: badly meeded teaching assistance. 


4. Cencerning the effeecive date of the cencrect: Septceter Ll, 1956, tas at 
eriginally in the expectation that the consract weuld replace essentially = SIS 


grast which terminated om dugust Jl. That date harins alrcady paseed, Jarcury 
1, LOST, is sugsested as « cecrenient mew dace te allew coe fer any furcer 
processing ef Suis request and te arrange “or the dispesicies ef te warped 
part ef the currest apw CSPES grant. _ an 
—_, 
\ 
ge 
j . 
i 
|S 
~-_ 
eae? 
! 
> 


coPred: i2\is\e 
22-009 ¢ Qowe. 5354 
eurenx: 

Foe: Cin oon \ 


ecw: wae ee Rees 


us BEST COPY AVAILABLE 


70844 


dane U5, 1956 


fae 


REPSETORY 


vat 


pal 


pas 


eee 


viaje 
eT 


Hs 


Hut 


rlagis 


Te taric(ty act 
yo es 6 men with scientific 


vee bave fram time to Gime imtolged is 


06131775 Go: 


FILE BARCODE 


me iis iy 
88131775 


COPIED/004 


BEST COPY AVAILABLE 


349 


a. 


Rr. Ges. L. Beale 


il f 
el ate 
ial Bl 
“A i 
Hy Hi 
: 3 i! ie 
ayn Es, 
Hat at 
st] jletas 
H hay 
tik: ayes 


Sw3ida aviaks 


OO13177S O62 


BEST COPY AVAILABLE 


ee 


350 


CRAs L. rus, x. 3., 
Bealth Divieres Leader 


Vary simecercsy yours, 


fsa 
COPIES /nog 
LANL S¢ 
1055104 


THE MEDICAL USE OF RADIOISOTOPES 


RECOMMENDATIONS AND REQUIREMENTS BY THE 
ATOMIC ENERGY COMMISSION 


' REPOSITORY NAKA Atlante Brehives 
cousction KG 326 - LJ 41096 


© KLeSearc, — 
(sox no./3Z) Matern tls + Baakesis 


rower Medicine poal$p ¥ Safety 
| Cenerc/ Policy 


Isotopes Extension 
Division of Civilian Application off 
tl. §. Atomic Energy Commission 
Oak Ridge, Tennessee 


February 1956 7 


2002494 . 


351 


TABLE OF CONTENTS 


Page 
I. Introduction -------------------~---------------------+------ 1 
Ir. Administrative Procedure for Radioisotope Procurement------. 1] 
A. Application-- otra ee en nn ee nn ee + = == - + --- 1 
B. License-------~-----—-----~-~--------—----------------- 2 
Ce. Types of clinical radioisotopes programS------------~- -- 2 
1. Institutional ----- wenn n-----~ 2 
2. Individual Practice- -~ wa--== 3 
D. Supporting infornation to accompany applicaticns-—--— 4 
III. General Requirements for Medical Use of Radioisctopes——---— 4 
A. Preceptor Statement---------— a----------- ) 
B. Dosage Schedule-- ) - & 
C. Prerequisites for Use wo---- 5 
IV. Special Requirements for Institutional Medical. Program------ 6 
Ae Medical Isotopes Committee w-n------- 6 
1. SRE Diidcuneneseutevervenenetennnnine -- 7 
2.° , Duties----- --- --- --------------- 7 
B. Radioactive Pharmaceuticals -- —--------------- § 
Ve Recommendations for - Minimum Clinical betaetoeeens a 
for Institutional Use anne ne nnn n= === == --- 6 
1. Diagnosis of thyroid Paneth Gaeocoseenccses § 
-. Determination of blood volume and plasma volume--- 9 
3 Diagnosis of other clinical conditions---~-----.-.. 9 
k. Treatment of hyperthyroidism and/or cardiac 
dys functi on-~--------------------- ~----------~-- ~~ 10. 
Se Treatment of thyroid cancer- - o---------- 10 
Be. Phosphorus 32 | 
1. Diagnosis- - --- oH -- 10 
2. Treatment of blood cyscrasias~---------~-- -~ 10 
3. Chromic phosphate-- - ------ 1) 
a. Intracavity use w+ ------~-- ll 
b. Interstitial use- ween e----—= 1) 
le Intracavity use----- wan-- --- 12 
 2e Interstitial use------ wonen------- 13 
D. Chromium 51 - Determination of blood volume, plasma 
volume and erythrocyte survival------.-.----........-.-- 13 


E.- Experimental use of radioisotopes in human subjects---- 1) 


2002495 


352 


ii Contents 


Page 
VI. Sveecial Requirenents | for Individual Practice Medical 

Program--- wme 15 

Ae Individual nedical prectice in the payeisien’s ale ' 
office------- - 15 

1. Clinical facilities- . --- --- 15 

2. Radiological health safety measures-----------— 16 

B. Individual medical practice in hospitals---- 17 

C. Radicactive pharmaceuticals -—- 17 


Vit. Reccumendations for minimum clinical radioisotope experience 
for individual medical practice use--- omnn== 16 
Ae Iodine , 
1. Diagnosis of thyroid function — 18 
2. Determination of blood volume and pre en volume- 19 
3. Treatment of hyperthyroidism and/or cardiac : 
dysfuncti on--------- - 19 
L. Treatment of thyroid carcer- - mot w---- 19 
B. . Phosphorus 32 


l. Treatment of blood dyscrasias romnmnm 20 
€.- Chromic phosphate- : - 20 
a. Intracavity use --- -— 20 
b. Interstitial use— = -—<- 2] 
Ce. Gold 196 ) 
l. Intracevity use rommmmmmm 2) 
2. Interstitial use : 22 


Determination of blood volume, plasma volume and ‘a 


erythrocyte survival- —< -- 22 
VIII. Desirable Clinical Experience for Medics’ eo of Sealed 
| ' Radiation Sources- , 23 
A. Teletherapy--- ---- 23 
Be Interstitial, surfece or intracavity use- 23 
Ce Beta-Ray Applicators--- ; 23 
1. Superficial lesions of the eye-- 23 
2. Superficial lesions of the skin 2k 
IX. Radioactive Materials and Services -- } 2h 


2002496 


353 


I. 


THE HEDICAL USE OF RADIOISOTCPES 
RSCCMMENDATIONS AND REQUIREENTS SY THE aTCirc EN=EACY COMMISSICN 


INTRODUCTION 


The present procecurss of the atcuic tnergy Coumission icr the allccation 
of radioisotoses for medical rescarch, diaencsis 6nd thercoy are set ferth 
in this amouncement. The recommencs stions for mi nim clinical recio- 
isotope training amd exserience for use of radicisotcres in humen subjects 
have been established in advisement with the Subccmnittee on Human An>li- 
cations of the Atomic Energy Commission's General Advisory Committee on 
Isotope Distribution. 


These recommendations are designed to provide guidelines for pnysi- 
cians and typify the nature rather than the precise extent of the 

Gesirable clinical radioisotope experience. For special situations, 
other experience may serve in lieu of the particular recommencctions 


set forth in this announcerent. 
ADMINISTRATIVE PROCEDURE FOR RANIOISCTOPE PROCUREMENT 


A. Application 


A medical institution or 2 physician in an individual medical 
practice desiring to obtain radioisotopes, forwards to the Isotopes 
Extension#, Form AEC-513, "Application for Byproduct Material 
Licenses,” and Surplement 4, (Form AEC-3l3-a). If the rediocisotcpes 
are to be obtained as saaled sources (such as Cobalt.60 for 
teletherapy units or Strontium 90 for medical eye applicator) the 
applicant should complete the basic form (Form AEC-313) and: 
Supplement B (Form AEC-313-b). These forms should be completed in 
accordance with the instructicns attachec thereto. Applicetions 
for use of radioisotopes in humen subjects in an INSTITUTICNAL 
MEDICAL PROGRAM should be supported by the special information 
described under Section III, Page li, Section IV, Page 6 and 
Section V, Page § of this announcement for such use by a physician 
in his INDIVIDUAL MEDICAL PRACTICE the application shouic be sup- 
ported by the special information described uncer Section III, 

Page 4, Section VI, Page 15 ami Section VII, Page 18. 


In considering such applications, the Atcmic Energy Canmission is 
concerned primarily with matters of radiolcgical health safety. | 
Toward this end the Canmission seeks to determine if the applicant 

has equipment and facilities appropriats to the proposed use and 

whether the chysician is trained in basic principles of raedio- 

activity and has specific experience in the use of radioisotopes 

in the clinical situations being proposed. The information is 

indicated by the applicant on his application form and the supplecrtary 
sheets attached theretc. 


* Allocetions Branch, Isctozes Extension, Division of Civilian Application 


U. S. Atomic Energy Canmission, P. C. Box Z, Oek Ridge, Tennessee. 
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B. License 


Upon favorable review.of the application (See NOTE below), 
Form AEC-37L, "Bypreduct Material License," is issued. 

This license permits the holder to procure radioisotopes in 
accordance with the concitions stated on the application 
and license forms and in Title 10 of the Code of Federal 


_ Regulations. 


NOTEs The Isotopes Extension normally reviews applications 
proposing new or nonroutine medical uses of radio- 
_ isotopes in collaboration with the Advisory Sub- 
committee on Human Applications. This review 
usually requires four weeks for completion. 


Ce. Tyves of Clinical Radioisotope Programs 


The rrcanmendations and requirenents established by the 
Atanic Energy Canmission fcr the clinical use of radio- 
isotopes are designed to provide for two types of medical 
radioisotope programs. These are defined as follows: 


1. Institutional Medical Radicisotope Program 


Clinical radioisotope programs established by a medical 
institution and carried out under the guidance of a 
medical isotopes committee (See recommendations for 
membership and duties of a medical isotopes committee 
in Section IV, A. Page 5) are designated as "Institu- 
tional use". Licenses for institutional use require 
that the physician(s) named on the license form 
supervise the conduct of the program with the guidance 
of the medical isotopes committee. The use of the 
radi cisotope(s) shall be by, or in the presence of or 
uncer the supervision of, the physician(s) indicated 
on the license’ and confined to the location and the 
purposes indicated thereon. 


2002498 


355 


» te 


Physicians other than these named on the lisens< 

ew —so form may particirate in the medical radicisotones 

program with the gcnerzl supervision of the named 

physicisrs and upon approval by the medical isctores 

committee. Institutional type programs provide a 

vehicle wherety shysiciens other thar those named 

on an AEC license may have en opportunity to gain 

radioisotope experience canmensurate with the 

recommencations in this announcement. Such 

experience may assist these physicians in initiating 

a medical program at other institutions or in their 
indivicual practice. 


if 


NOTE 2: Individual physicians within an institutional medi- 
cal program operated under the guidance of a medical 


isotopes committees cre discouraged from initiceting 
separate epnlicaticns for use of radioisotopes in 
svecific clinical programs where the institution 
a@iready holds a license (Form AEC-37L) for such . 

use. It is recammencec that one or more physicians 
experienced in the use of a radicisotope fora 
particular clinical situation be designated by the 
medical isotopes Commtt ee as the nominally responsible 
physician(s) on the apsiication for radioisotopes. 
Subject to the apnroval of the medical isotopes 
_canmittee other staff physicians may administer racio- 
isotopes to patients in consultation with or under 
the supervision of the physician(s) designated on the 
license form as mentioned in NOTE 1 above. 


2. Individual Practice Medical Program 


Medical radioisotope prcgrams which are to be conducted dy 
a cvhysician in his individual practice without the 

guidance of < medical isotopes committee are designated as 
"indivicual prectice use*. These programs are limited.to 
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well-established mecical uses of radicisotores. Licenses 
for the use of radioisotopes in individual practice =~: 
require that the physician(s) so licensed personally 
carry out the program. Such use shall te confined to 

the location, dosage anc purposes indicated on the license 
form. ' 


DB. Supporting Information to Acccnpany Application 


1. Applications for "institutional use should provide the 
support information described in Sections ITT, Iv and V 
S announcement. 


2. Applications for "individual practice us2" should provide 


the supporting information described in Sections ITI, VI and VII. 


GENERAL REQUIREMENTS FOR MEDICAL USE OF RADIOISOTOPES 


A. Preceptor Statement 


A standard preceptor form has been prepared by the Isotopes 
Extension as a convenient means of furnishing information 
concerning the physician's basic radioisotope training and 
clinicsi experience in the use of radioisotopes. The physi- 
cian shculd have his medical preceptor in the clinicai 
radioisotope work proposed forward 2 completed “Preceptor 
Statement" to the Isotopes Extension with his initial appli- 
cations. When a physician wishes to extenc his program to 
include other clinical situations a new preceptcr form normally 
should be submitted if information concerning his experience 
these medical uses has not previously been provided. 


EB. Dosage Schedule 


Every application shall include the proposed dosage range for 

ezch of the diseases cr ccncitions to be followed. when the 
isotope is proposed for both diagnosis and therapy, the dosage 
range for each is to be stated separately. The approximate dosage 
(in millicuries or microcuries) per single administration is 

to te indicated as well as the number and frequency of such 
doses. 


2002500 


357 


es 


Applications propcsing such experimental or nonroutine uses of 
radioisotoses in human sudjects should be supported by a 
statement detailing the rationale for the dosage proposed 

and other data as set forth under Section 7¥.=., Page lk. 


C. Prerequisites for Use 


l. The individual to use radicisctopes in human subjects 
shall be a physician licensed to dispense crugs in the 
practice of medicine by a state or territory of the 
United States, the District of Columbia or the 
Canmmonwealth af Puerto Rico. 


2. Normally the proposal to use radioisotopes in human 
subjects should be appropriate to the scope of the 
physician's medical exverience, specialty and/or board 
‘certification. 


3. The physician should have personal experience gained 
through "basic radioisotope tr " ard "active 
+ticipation” as defined TH Part tS) and (6) below. 
@ active participation shall be obtained by 
collab te a using radioisotopes in 
clinical situations comparable to those proposed in 
the application. The training and experience should 
be in accordance with the recanmendations cited under 


Sections V, or VII, "Reccrnendations for MINIMUM 
Clinical Radioisotope Experience for use of Radioisotopes." 


a. Basic radioisotope training shal provide the 
DhySicien a working inouledas of 
1. Principles and practices of radiological 
health safety. 


2. Radioactivity measurement standardization 
anc monitoring techniques and instruments. 


3. #§ Mathematics and calculations basic to the use 
end measurement of radioactivity. 


h. Biological effects of radiation. 
S. Actual use of radioisotopes in the types and 


quantities for which application is being made, 
or equivalent experience. 


% Satisfactory completion of the Oak Ridge Institute of Nuclear Studies 
"Basic Course in Techniques Using Radioisotopes" or its equivalent will 
serve as evidence of compliance with requirements in basic training. 
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B. aActive Participation Consists cfs 


l. Evaluation of the suitability of the patient for radioisotope 
diagnosis and/or treamment by taking patient histories and 
performing medical examinations and/or study of case histories. 


2. Collaboration in diagnosis and/or treatment and dosages preveribed. 
3. Measurement of doses and thei> administration. 
Lk. Related measurements and plctting of data. 


S. Active period of training and excerience of sufficient duration 
to permit the following of specific patients through treatment 
and post-treatment periods, including reevaluation as to 
effectiveness end canplications, 


6. Study of case histories (without seeing patients). 
7. Study of case histories (observed natients). 


8. Observation and discussicn of diagnostic and/or therapextic 
techniques, as well as management of patients during follow. 


up periods. 


NOTE: Details of the physicians astive participation 
should be indicated by his medical preceptor 
on the standard preceptor form arqenens in 
Secticn ITI A, page ue 


IV. “SPECIAL REQUIREMENTS FOR INSTITUTIONAL MEDICAL PROCRAM 
See also Gener ements c er on Ifi, above) 


A. Medical Isotoves Committee 


The applicant institution shall appoint a medical isotopes 

- cammnittee to evaluate all proposals for research, diagnostic 
and therapeutic use of radioizotopes within the institution. 
The initial application from an institution should include the 
names, specialties, and pertinent radioisotope experience, if 
any, Of the members of the medical isotopes committee. The 
functions of the committee, as well as the acninistrative pro- 
cedures by which it carries out these functions, should also 
be defined. In subsequent applications any ci.nges in the 
membership cf the ccmmittee should be descrited. 
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NCTE: Where the use of racdioisctores in a medical insti- 

a ~=—s tution is to be limited to sealed radiation sources 
for well established intracavitery, interstitial or 
external therapeutic procedures, a mecical isotopes 
committee is not necessary. See Section VIII, Page 23. 


1. Formation of a Medical Isotopes Canmittee 


The Medical Isotore Committee shell include at least 

._ three members. Membership should incluce physicizns 
expert in internal medicine (or hematology), pathology, 
or therapeutic radiology and 2 person experienced in 
assay of radioisotopes and protection against ionizing 
radiations. It is often appropriate that 2 qualified 
physicist be available to the Comittee, at least in a 


consulting capacity. 


It is recognized that the composition of local isotopes 
committees may vary from institution to institution 
depending upon the individual interests of a particular 
medical facility. 


2. Duties of the Medical Isotopes Committee 


Generally, the Committee should have the following 
responsibilities: 


a. Review and grant permission for, cr disapprove, 
the use of radioisotopes within the institution 
from the standpoint of radiological health 
safety and other factors which the Canmittee 
may wish to establish for medical use of these 
materials. 


ob. Prescribe special conditions which may be necessary, 
such as physicgl examinations, additionzl tr-ining, 
designation of limited area or locaticn of use, 
disposal methods, etc. 


CC. Review records and receive reports from the radio- 
logical safety officer or other incividucl 
responsible for health-safety vractices. 
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qd. Recanumend remedial action when 2 person fails 
to observe safety reccanmendations and rules. 
e. Keep a record of actions taken by the Committee. 


B. Radioactive Pharmaceuticals 


Radiqnaterials distributed by Atanic Energy Canmission-owned 
laboratories are not necessarily of pharmaceutical quality 
and are not warranted as to identity, quality or quantity. 
An applicant desiring to procure radicmaterials for human 
use, therefore, must either purchase them preassayed and of 
pharmaceutical quality from commercial concerns or process 
them himself should he choose to receive these materials 
fran Canmission laboratories. Where the latter option is 
chosen, the applicant should include with his application 
the following information: ; 


l. His experience in standardization and measurement 
techniques. 


2. The procedures to be employed for identifying and 
assaying the radicnaterial and carrying out such other 
testing and processing (sterilization, pyrogen tests, 
etc.) as may be appropriate. 


3- The instruments and equipment available for this purpose. 


NOTEs When purchasing radiomaterials’ tren an AEC 
distributor (e.g. Oak Ridge National Laboratory), 
all non-federal applicants must use a special 
"Isotope and Service Irradiation Order Form" 

(Form AEC-391) and federal agencies must use an 
"Isotope Order Blank" (Form AEC-375). Copies of 
these forms are available from the AEC distributors 
and Isotopes Extension. These forms are not 
intended for use when- ordering materials from other 
than AEC distributors. 


Ve RECOMMENDATIONS FOR oe CLINICAL RADIOISOTOPE EXPERIENCE FCR 
tion to the requiremen scuss 
Section Iti c., Page oy the physician should have clinical radio- 
isotope experience commensurate with the following recanmendation(s) 
applicable to the use(s) proposed on his application. 


Ae Iodine 131 


1. Diagnosis of Thyroid Function 


The physiciar. should work for at ieast 50 hours in a medical 
program where Icdine 131 for diagnosis of thyroid function 
and treatment of thyroid disease is being used. 
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During the 30-hour period of time the physician should 
poteve ny paseecepa te ir such diagnostic studies in at 
ast patients. 


NOTE: The Iodine 131 unless otherwise exempted, 
shall be procured in precisely calibrated for... 


2. Determination of Blocd Volume and Plasma Volume 


The physician should work for at least 30 hours in 
a medical program where Iodine 131 for blood 
determinations is being used. 


During the 30-hour period of time the physician should 
actively participate in 10 such blood determinations. 


Physicians already using Iodine 131 in diagnosis of 
thyroid function can qualify after active participation 
in 35 such blood determinations. 


: The Iodine 131 unless otherwise exempted shall | 
: be procured in a sterilized, precisely calibrated 
forn. | 


36 Diagnosis of other Clinical Conditions 


The use of Iodine 131 for the localization of brain 
tumors, hepatic malignancies, etc., represents 

applications requiring considerable 
refinement in techniques and specialized instrumentation. 
The use of radiciodine for these purposes is normally 
limited to physicians already having substantial 
experience in both diagnostic and therapeutic use of 
radicisctopes as well as specific experience in the 
modality being proposed. 


L. 
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Applications proposing such use of radioisotopes should 
be supported with information describing the clinical 
procedures to be followed am the instrumentation to - 

be used. 


Treatment of Hyperthyroidism and/or Cardiac Dysfunction 


The physician should activel icipate in the use of 
Iodine 131 for the treatment = oomrcidien and/or 
cardiac dysfunction in a minimun of 10 patients. ' 


Treatment of Thyroid Cancer 


The ician should have (1) experience as set forth 
in above and (2) active icipation in the use of 
Iodine 131 for the treatment o yr cancer in a 
minimum of 3 patients. 


Phosphorus 32 


de 


2. 


Diagnosis 


The use of Phosphorus 32 for localization of brain 
tumors, eye tumors, etc., represents specialized ~ 
applications of radicisotopes requiring considerable 
refinement in techniques and specialized types of 
instrumentatioy.. The use of radiophosphorus for these 
purposes is normally limited to physicians already . 
having substantial experience in both dizgnostic and 
therapeutic use ci radioisotopes, as well as specific 
experience in the modalities being proposed. 


Applications proposing such use of radicisotopes 

should be supported with information describing the 
oa procedures to be followed and the re 
to used. - 


Treatment of Leukemia, Polycythemia and Allied Hlood 
Byscrasias 


a The physician should be expert in therapeutic 
radiology, internal medicine (or hematclogy) or 
pathology. Board certification will serve as 
evidence of qualifications. 
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b. Physicians who are not qualified as indicated 
above should actively participate in the use 
ef Phosphorus j¢ for the treatment of leukemia, 
polycythemia vera and/or other blood dyscrasias 
in a minimum of 5 patients. 


3. Phosphorus 32 - Chromic Phosphate 


a. Intracavity Use in the Palliation of Carcinomatous 
._ Partaients 


(2) The physician should actively participate in 
the uso of Phoaphoras Hi-liieled GEFGRIS 
phosphate in the treatment of a minimum of 
5 carcinomatous patients. 


(2) Experience in the intracavity use of colloidal 
Gold 198 will serve in lieu of the recomnenda- 
. tions set forth in (1) above. 


NOTE: Applications proposing the intracavity use 

of Phosphorus 32-labeled chranic phosphate 
should be accompanied by a properly annotated 
dratring of the infusion apparatus to be used or 
a literature reference to such apparatus. 


b. Interstitial Use in the Treatment of Prostatic and/or 
Cervical cancer 


(1) The interstitial use of Phosphorus 32-labeled 
chromic phosphate for treatment of prostatic 
and/or cervical cancer entails a specialized 
procedure. Such therapy, therefore, should usually 
be carried out by a team which includes a surgeon of 
appropriate specialty and a therapeutic radiologist 
both of whan are experienced in this modality. 
The surgeon should actively participate in the 
treatment of 6 to 8 patients anc the rapeutic 
radiologist in the planning for and handling of 
1 to 2 patients. 


(2) Experience in the interstitial ise of colloidal 
Gold 198 for prostatic and/or cervical cancer 
will serve in lieu of the recommendation set 
forth in (1) above. 
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NOTE 1: The use of Phorphorus 32-labeled chramic 
———_ phosphate interstitially in the treatment 
of prostatic cancer and/or cervical cancer — 
is not ccnsiderec to be routine. Therefore, 
applications proposing this therapy should be 
submitted as an investigative program which 
cutlines in detail the stucy ecnai tiene to 
be evaluated. 


NOTE 23 Applications proposing the interstitial use 
of Phosphorus 32-labeled chromic phosphate 
should be accompanied by a properly annotated 
drawing of the injection apparatus or a 
literature reference to such apparatus. 


Gold 198 Colloid 


l. 


Intracavity Use for Palliation of Carcinomatcus Patients 


be 


Physicians who have personal experience in 

the actual handling of equivalent amounts of 

other yamma emitting radioisotopes, e.g., Iodine 131 
for the treatment of thyroid carcinoma, should 
actively participate in the treatment of a minimum 
of 2 to 35 carcinomatous patients. 


Physicians without personal experience in the actual 
handling of equivalent amounts of other gamma emitters 


should stively participate in the use of Gold 198 
colloid treatment of a minimum of 5 carcinanatous 


patients ° 


NOTE 1: Applications proposing the intracavity use of 


Gold 198 colloid should be accompanied by a 
properly annotated drawing of the infusion 
apparatus to be used or a literature reference 
to such apparatus. 


NOTE 2: Because of the magnitude of the dose of 

“~~ Gold 198 colloid used for palliation of carcino- 
matocus paticats and the accompanying gamma ray 
flux, the appi’ cation should be accompanied by a 
detailed discussion of the special instructions 
to be given hospital personnel concerning the care 
and handling of such patients amd the special 
radiological health safety procedures to be 
followed. 
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NOTE 3s The applicsticn should state whether 

the Gold 19@ colloid will be obtained from 
the supplier in individually prepared doses 
or whether patient doses will be prepared by 
the physiciar’ from stock solution. If the 
latter is the case specific details should be 
presented concerning assay and safe handling 
procedures. 


Interstitial Use for Treatment of Prostatic and/or Cervical 
Cancer 


~" 
e 


The interstitial use of Gold 198 colloid for treat- 

ment of prostatic and/or cervical cancer entails a 

specialized procedure. Therefcre, such therapy should usually 

be carried out by a team which includes a surgeon of appropriate 

specialty and a therapeutic radiologist both of whom are 

experienced in this modality. The surgeon should actively 
articipate.in the treatment of 6 to 8 patients t 

therapeutic radiologist in the planning for and handling 

of 1 to 2 patients. 


NOTE 1: Applications proposing the interstitial use 
of Gold 198 colloid should be accanpanied by a 
properly annotated drawing of the injection 
apparatus to be used or a literature reference to such 
apparatus. 


NOTE 2; Because of the magnitude of the dose of Gold 198 
colloid used for interstitial therapy of cancer 
patients and the accompanying gamma flux the 
application should be accompanied by a detailed 
discussion of the special instructions to be given 
hospital personnel concerning the care and handling 
of such pctients amd the special radiological | health 
safety procedures to be followed. 


The application should state whether the Gold 198 
colloid will he obtcined fron the supplier in 
individually preparec doses or whether patient — 
doses will be prepared ty the physician fram a stock 
solution. If the latter is the case specific details 
should be presented concerning assay and safe handling 
procedures, 


D. Chromium 51 


Detezmination of Blood volume, Plasma Volume and Erythrocyte Survival 


1. The physician should work for at least 30 hours in a 
medical program where Chromium 51 for blood determinations 
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is being used. 


During the 30 hour period of time the physicien should 
actively varticisate in 10 such blocd determinations. 


NOTE: The Chromium 51, unless otherwise exempted, 
shall be procured in 4 sterilized, precisely 
calibrated form, | 


2. Physicians trained in the use of other radisdisotopes 
for diagnostic and therapeutic purposes can qualify 
after active participation in 3 such blood determinations. 


E. Experimental or Nonroutine Use of Radioisotopes in Human Subjects 


The experimental use of radioisotopes in human subjects, whether 
for research, diagnostic or therapeutic purposes shall be 
limited to physicians with broad radioisotope experience and to 
institutionzl type programs. — 


Applications preposing the experimental use of radioisotopes in 
humen subjects should be supported with a detailed proposal out- 
lining the study conditions to be evaluated. Preferably this 
type of program should be preceded by studies in animals which 
have established the assimilation, distribution, selective locali- 
zation and excretion of the radioisotope in question (or its 
derivatives) sufficiently well to permit extrapolation. to man for 
Gosage purposes. These animal data should be included as part of 
the application. 

In the absence of animal data the proposal should include detailed 
remarks concerning the rationale for the dose to be used. 


Ordiriarily, radioisotopes with half-lives greater than 30 days will 
not be available for internal use in human subjects unless prior 
Studies_on animals have established the metabolic properties noted 
above Jxt is recognized, however, that special circumstances may 

se which incicate the desirability or necessity for the use of 
long-lived radioisotopes in human subjects where prior animal data 
are not available. Consideration of such proposals shall be 
limited to patients suffering from diseased comditions of such a 
nature (life expectancy of one year or less) that there is no 
reasonable probability of the radioactivity employed producing 
manifest injury. 


NOTE 1: To assist the Atomic Energy Canmission and its Subccumittee 
on Humen Applications in considering like proposals from 
other groups, it is requested that data obtained in the 
experimental or nonroutine use of radioisotopes be forwarded 
to the Isotopes Extension. 
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NOTE 2: Use of radicisotopes in normmsl subjects for experimental 
“purposes shall be limited to: 


a. Tracer doses which do not exceed the permissible 
total body. burden for the radioisotope in question. 
In all instances the dose should be kept as low as 
possible. : 


b. Volunteers to whom the intent of the study and 
the effects of radiation have been outlined. 


c. Volunteers who are unlikely to be exposed to 
significant additional amounts of radiation. 


NORMALLY EXCLUDES: 


(1) Infants and pregnant women. 
— (2) Use of the same volunteers for a long series of 


studies, | 
VI. SPECIAL REQUIREMENTS FOR THE INDIVIDUAL PRACTICE MEDICAL PROGRAM | 
on to the ral Requirements, c under Section » Page &) 


NOTE: A distinction is made between (1) individual medical practice 
programs confined primarily to the use of radioisotopes in the 
physician's private office and (2) individual medical practice 
programs confined to the use of radioisotopes within a medical 


facility. 
As - Individual Medical Practice in the Physician's Office 


1. Clinical Facilities 


The applicetion should state that the physician has 
access to a hospital possessing adequate fecilities 

to hospitalize and monitor the physician's radioactive 
patients whenever hospitalization is sdvisable. This 
does not refer to the physician's staff privileges at 
an institution, but rather serves to indicate the 
institution's willingness to have radioactivity on 

its premises. From the standpoint of radiological 
safety alone it is advisable that patients with more 
than 30 millicuries of radioisotopes internally 
administered be hospitalized. It is strongly recommended 
that in ell cases a patient containing more than 

50 millicuries be hospitelized. 
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_@e The application should set forth the followings 


(1) Arrangements which have been made to provide 
each hospitel with the necessary radiation protection 
instruments and other special equipment as well as 
instructions given to staff personnel for the care, 
of radioactive patients to provide adequate radio- 
logical health safety. 


(2) Arrangements for notification to hospital 
authorities of admission of a radicactive 
patient. 


be A statement should be obtained and retained by the 
physician from EACH hospital in which he has made o 
arrangements to admit patients containing radicisotopes 
expressing the institution's willingness to hospitelize 
his radioisotope patients and acknowledging receipt 
of adequate radiological health safety instructions. 


Radiological Health Safety Measures 


The application should set forth the followings . 


ae Outline of a program to observe adequate health 
safety standards including adequate instrumentation, 
careful maintenance of case records and activity 
inventory with respect to isotope use and disposal. 


>. A statement should be presented: concerning arrangements 


that have been made with a readily available radio- 
logical safety consultant for both periodic and 
emergency visits if such services are to be used. 
Although the applicant physician must possess adequate 
background and experience in radioactivity to assure 
radiological safety, he may not wish to perform the 
duties of a radiological safety officer. 


Ce § Provisions for adequate instrumentation for 


measurement as well as for maintenance of health 
and safety standards. 
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Individual Medical Practice in Hospitals 


In some instances physicians using radioisotopes in 

their individual medical practice have found it convenient 
and/or desirable to carry out such use within a medical 
institution rather than et their private office. The 
responsibility for this type of use is solely thst of the 
individual physician; the mecical institution simply 
provides physical spece for carrying out the program. This 
type of use of radioisotones for medical purposes does not 
require that the program be carried out under the auspices 
of a medical isotopes committee. 


If the applicant physicim wishes to use radioisotopes in a 
hosnital as discussed ebove, he should obtain and retain in 
his files a statement from the hospital administration ex- 
pressing the institution's willingness for radioisotopes to 
be used within their facilities. 


Applications for use of radioisotopes by a physician in 
his individuel medical practice, but where such use is 

physicially located in a medical institution should be 

supported by the following information: 


l. Arrangements made to provide the hospital with 
necessary radiation detection instruments and 
instructions to be given staff personrel for the 
care of radioactive patients whenever they 
are needed to provide adequate radiological health 
safet;. 


2- Arrangements for notification to the hospitel 
authorities of admission of a radioactive patient or 
of a patient admitted for the administration of 
radioisotopes. 


3. Arrangements made to provide for the receipt end 
safe storage of radioisotope shipments rfade to the 
hospital. 


Radioactive Pharmaceuticals 


Radiamaterials distributed by the Atomic Energy Cannission 
owned lsboratories are not necessarily of pharmaceutical 
quality and are not warranted as to identity, quality or 
quantity. It is usually desirable, therefore, that a physician 
using radioisotopes in his individual medical practice 

purchase them preassayed and of pharmaceutical quality. 
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If the physician in his incivicual mecical practice 
wishes to obtain radicisotopes for human use from 

AEC laboratcries he should include with his application 
the following infcrmations 


1. His experience in standardization and measurement — 
techniques. | 


2. The procedures to be emplicyed for identifying and. 
assaying the radiomaterial and carrying out such © 
cther operations (sterilization, pyrogen tests, 
etc.) as may be appropriate. 


NOTEs When purchasing radicnaterials from an AEC 
Gistributer (e.g. Oax Ridge National Laboratory), 
all non-feder2l applicants must use a special 
"Isotope and Service Irradiation Order Form" (Form 
AEC-391) amd federal agencies must use an 
"Isctope Order Blank" (Form AEC-375). Copies 
of these forms are availabie from the AEC 
distributors and Isotopes Extension. These 
forms are not intenced for use when ordering 
materials from other than AEC distributors. 


VII. RECOMMENDATIONS FOR MINIMUM CLINICAL RADIOISOTOPE EXPERIENCE FOR 


{In addition to the requirements discussed in Section III C., Page S$, 
the physician shoule have clinical radioisotope experience commensupate 
with the following recommendation(s) applicable to the use(s) proposed 
on his application) ' 


Ae Iodine 131 


1. Diagnosis of Thyroid Functicn 


The physician should work for at least 30 hours in a 
medical orqzram where Icdine 131 for diagnosis of 
thyroid function and treatment of thyroid disease is 
being used. ~ 4 


During the 30-hour pericd of time the physician should 
actively participate in such diagnostic studies in at 
dezest 1U patients. 


NOTE: The Iodine 131, unless otherwise exempted, 
shaji be procured in a precisely calibrated form, 
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Determination of Blood Volume and Plasma Vo une 


ae The physician skoulc work for at leest 30 hours 
in a medical program where Iodine 131 for blood 
determinations is being used. 


During the 30-hour period of time the physician 
should actively participate in 10 such blood 
CORRERETI ENT 


b. Physicians slreety using Iodine 131 in paper 
of thyrcid function can qualify after active 
‘participation in 3 such blood determinations 


NOTE: The Iodine 131, unless otherwise exempted, 
shell be procured in a sterilized and precisely 
calibrated form. ' 


Treatment of Hyperthyroidism and/or Cardiac Dysfunction . 


The physician should associate himself directly with 

a medical group using Icdine 131 for treatment of hyper- 
thyroidism and/or cardiac dysfunction for a period 
equivalent to a minimum of two months' full-time work. 
Participation during the two-month period need not be 
on a continuous basis mt may be arranged on a s 

suited to the needs of the physician and his medical 
preceptor. During the period of training the physician 
should actively pervicipete in the use of Iodine 131 

for the treatment ype thyroidism and/or cardiac dysfunction 
in a mininun of 15 patients. 

Treatment of Thyroid Cancer 


The physician should have (1) experience as set forth 
in 3. above and (2) active participaticr in the use of 
Iodine 131 for the treatment of thyroid vancer in a 
minimum of 5 patients. 


NOTE: Such therapy should normally be carried out in 
and the patient confined to a hospital or other 
medical institution having in-patient facilities 
am adequate radiation equipment to assure radio- 
logical health safety. 
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B. Phosphorus 32 


l. Treatment cf Leukemiz, Polycythenia and Allied Blood 
Dyscrasias 


a. The applicant physician should be expert in thera- 
peutic radiclogy, internal medicine (or henatology) 
or pathology (Board certification will serve as 
evidence of such qualification), who has ectivel 

cipated in the use of Phosphorus 32 for the 
treatment leuxenia, polycythemia verse and/or 
other blood dyscrasiazs in a minimum of 5 patients. . 


b. Physicians who are not qualified as indicated above, 


should ore t pericope in the use of Phos- 
phorus or eatment of leukemia, polycythemia 
vera and/or other blood dyscrasias in a minimum of 
10 patients. 


2. Phosphorus 32 - Chromic Phosphate 


a. Intracavity Use in the Palliation of Carcinonatous 
Patients 


The physician should have (1) substantial experience 
in the use of Phosphorus 32 as well as other radio- 
: isotopes for diagnostic and therapeutic purposes and 
(2) active persicdpetion 2 the use of P 32-labeled 
chromic pnosphate far the treatment of e minimum of 
10 carcinomatous patients. 


NOTE 1s Since this therapy is not considered routine 
and the technique is normally a hospital pro- 
cedure, the use of Phosphorus 32-labeled 
chromic phosphate shall be carried out in, and 
the patient confined to a hospital or other 
medical institution having in-patient facilities 
and adequate radiation equipment to assure 
raciological health safety. 


NOTE 2: Applications proposing the intracavi- 
tary use of Phosphorus 32-labeled chromic 
phosphate should be accanpanied by a properly 
amotated drawing of the infusion apparatus 
to be used or a literature reference to such 
apparatus. 
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NOTE 3: The application should clearly state whether 
the Phospharus 32-labeled chramic phosphate 
will be obtained in individually prepared 
doses or whethe: such doses will be pre- 
pared by the physician from stock solution. 
If the latter is the case, specific details 
should be presented concerning assay and 
safe ae procedures 


b. Interstitial Use in the Treatment of Prostatic and/or 
Cervical Cancer . 


~ The interstitial use of Phosphorus 32-labeled 
chranic phosphate for treatment of prostatic | 
and/or cervical cancer is normally limited to instatu- 
tional medical radioisotope programs being conducted 
uncer the auspices of a medical isotopes committee. 
This limitation is made since the use of chromic ~ 
phosphate interstitially is still considered to be 
investigative in nature. The use of radioisotopes 
by a physician in his individual medical practice 
is normally limited to well-established medical 
uses cf radicisotopes. 


C. Gold 198 Colloid 
1. Intracavity Use for Palliation of Carcinomatous Patients 


The physician shall have (1) substantial experience 

in the use of equivalent amounts of other gamma emitting 

radioisotopes for therapeutic’ purposes, e.g., Icdiue 131 

for the treatment of thyroid cancer and (2) active partici- 
tion in the use of Gold 198 colloid for the treatment 

rr a minimum of 10 carcinametous patients. 


NOTE J}: Because the use of Gold 198 colloid for the 
above purpose is normally a hospital procedure 
and the magnitude of the dose used results in 
@ high gamma flux during and after instillation 
into the patient, this clinical application 
shall be carried out in and the patient con- 
fined to a hospital or other medical institution 
having in-patient facilities and adequate radiation 
equipment to assure radiological health safety. 
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NOTE 2: Applications proposing the intracavity ; 

~~ use of Gold 198 colloid should be eccempanied 
by a properly annotated drawing of the infusion 
apparatus to be used or a literature reference 
to such appe2ratus.- 


NOTE 32 The application should be accompanied by a detailed 
~~ @iscussion of the special instructions to be 
given hospital personnel concerning the care and 
handling of such patients and ‘the special radiological 
health safety procedures to be followed. 


NOTE ks The application should state whether the Gold 196. 
colloid will be obtained in individually prepared 
doses or whether such.doses will be prepared 
by the physician fram stock solution. If the 
latter is the case specific details should be. 
presented concerning assay and handling procedures. 


9. Jueoveri sie? Bie for Treatment of Prostatic and/or Cervi 
cer | ; 


The interstitial use of Gold 196 colloid for the treatment 
of prostatic and/or cervical cancer is normally limited 
to the institutional medical radioisotope programs 

being conducted under the auspices of a medical isotopes 
committee. The limitation is made since the use of gold 
colloid interstitially is still considered to be investi- 
gative in nature. The use of radioisotopes by a physician 
in his individual medical practice is normally limited to 
well-established medical uses of radiocisotones. 


D. Chromium 51 


Determination of Blood Volume, Plasma Volume and Erythrocyte 
Survival 


The physician should work for at least 30 hours in a medical 
program where Chromium 51 is being used for bleod determinations. 


During the 30-hour period of time the physician should actively 
participate in 10 such blood determinations. 
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VIII. DESTRASLE CLINICAL EXPERIENCES FOR MEDICAL USE OF Seal=D RADIATION SOURCES 


The reccmmencations for training and experience, es set forth below, 
for use of racicisctopes 2s sezled reciation sources for external, 
interstiticl or intracavitery therepy are applicable to tcth institu- 
tional programs end indivicuel medical practice. 


Where the use of radicisotopes in mecical institutions is to be 
limited to sealed radiaticn sources for well established intracavitary, 
interstitial or external therapeutic procedures, 2 medicz1 isotcpes 
committee is not necessary. 


A. Telethereny Unit 


A separate announcement entitled, "Present Procecures of- the 
Atomic Energy Commission far the Allocation of High Intensity 
Gamma Radicisotope Sources for Teletherapy Devices", is 
evailable fran the Isotopes Extension upon request. 


B. Sealed and Particulete Radiation Sources for Interstitial, Surface 
Or intracavivary Use ay 


The physician should te (1) a qualified specialist in therapeutic 
radiology (diplane of the snerican Board of Radiology will serve 

as eviderce of such qualification) in addition to having at least 
three years experience in therapeutic radiology or (2) a quelified 
specialist in another field (diploma of the respective specialty 
board will serve as evidence of such qualification) appropriate 

to the use being propesed, with trzining and experience in radiation 
dosimetry in addition to having at least three years experience 

in interstitial, surfece or intracevitary use of radiation sources. 


NOTE: if the radioisotope requested is to be used as an adjunct 
to or replacement for radium, information should be pre- 
sented concerning the means by which radium dosages are 
to be converted to dosages in terms of the radicisotope 
requested and the procedure to be employed to account for 
the decay of the latter. 


Ce. Beta-Ray Applicators 


1. Superficial Lesions of the Eye 


The physician should be a qualified specialist in therapeutic 
radiology, or ophthalmology (diploma of the appropriate 
specialty board will serve as evidence of such qualification), 
in addition to having at least three years experience in 

such specialty. The three yeers experience should include 
the use of beta-rscys or soft x-rays in the treatnent of 
Superficial lesions of the eye. The applicant shoule furnish 
evidence of knowledge and experience concerning the problem 
associeted with beta-ray depth dosage. 
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2. Suoerficial Lesions of the Sxin 


The physician should be a qualified specialist in dermatology 
or therapeutic radiology (diplema of the apprcpriate specialty 
board will serve 2s evidience of such qualification) in 
addition to having at least three years experience in such 
specialty. The three years exrerience should include the use 
of beta-rays or soft x-rays in the treatment of superficial - 
lesions of the skin. The applicant should furnish evidence 
of knowledse and experience concerning the problems associated 
‘with beta-rey depth dosage. 


NOTE: The present procedures of the Atamic Energy Commission 
for sealed radioisotope sources such 2s are contained in 
' beta-ray applicators require that they be tested for 
leakage of radioactivity at intervals of 6 months. A 
separate announcement concerning leak testing require- 
ments is available from the Isotopes Extension. 


IX. RADIOACTIVE MATERIALS AND SERVICES 


The radioactive materials and special irradiation services available from 
the Atanic Emergy Commission are described in the catalogs and bulletins 
issued by the operating contractors of the Commission; the Oak Ridge 
National Laboratory, Brookhaven National Laboratory, Argonne National 
Laboratory and National Reactor Testing Stetion. A number of commercial 
concerns also offer materials and services in areas of radioisotope 
distribution. 


NOTE: When purchasing radiomaterials or related services 
from an AEC distributor (e.g. Gak Ridge National 
Laboratory), all non-federal applicants must use 
special "Radioisotope and Service Irradiation iter 
Form" (Form AEC-391) and federal agencies must use . 
an "Isotope Order Blank" (Form AEC-375). The isotope | 
order blank and isotope order form incorporate certain 
terms and conditions; copies are available from AEC 
distributors and the Isotopes Extension. These forms 
are not intended for use when ordering materiais from 
other than AEC distributors, 
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Office Memorandum e UNITED STATES GOVERNMENT 


NO. 3 
yo , Chief, Professionm> me | DATEL: 
Chig, Hedical Plans and Uperations Division 
Chief, Legcl Uffice (IN TUN) 


FROM =: Chief, Wedical Statistics Vivision 
sunjcct: Forms for Authorization of Radiation Therapy 


1. Reference is made to conversation between Colonel Lodmell and Hr. Allen, 
29 Hovember 1956. 


2. For patients not on active military duty, this division agrees with the 
position expressed in Memo lo. 2 above, that the nutient's consent for a surgical 
procedure ur other therapeutic procedure which carries an unusual risk should in- 
variably be required in writing and witnessed. Howev r, it is believea to be 
essential, in the interust of standard governmental medicoleval practice, that 
this consent be recorded on Standar! Form 522, Authorization for Administration 
of Anesthesia and Performance of Operntions and Other “rocedures (copy attached), 
rather than on local forms such as those described in Inclosure No. 1. 


3. It will be noted that Standard Form 522 provides for recording consent, 
but no specific provision is made for “a written statement from the paticnt... 
clearly expressing understanding of...the special treatment." (fiegan, as quoted 
in Hemo Wo. 2 above.) In the opinion of this division, such specific provision 
is unnecessary. The patient's written consent is believed to be a sufficient 
implication of his understanding, on the one hand; on the other, it appears 
doubtful that an explicit signed statement that the patient “understood” would 
be accepted az proof or even evidence that he did in fact understand. 


4. It will be noted, also, that SF 522 dees not include reference to any 
medical counselling given a patient who is consenting to a surgical or other pro- 
cedure. It is believed, however, that medical records should include a statement 
that patients have been counselled as te the nature, expected results of, and 
tisks involved in procedures for which written consent is required. This division 
will recommend changes to Aii 40-424, Preparation and Haintenance of Clinical 
Records, which will require that physicians include such statements, when appropri- 
ate, as “progress notes” in the clinical record. If there is legal or medical 
opinion that the patient rather than the physician should sign auch a statement of 
counsclling, it appears that tho statement should be made a part of SF 522. In 
that case, this division will initiate a request that the Interagency Committee on 
Medical Records consider whether revision of the form should be undertaken. 


1 Inel EL. LTON 
a/s Chi‘ef, Medical 
Statistics Vivision 
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REPROOUCEN AT The ris Mere, ANC OWES 


AUTHORIZATION FOR ADMINISTRATION OF ANESTHESIA 
CLINICAL 7 wa _ AND PERFORMANCE OF OPERATIONS AND OTHER PROCEDURES 
oo ee FES Se» cahee o on Betas cite ens On provisions of tile 


Name ov Mrmcat FACIUTY Date 


i. I hereby conseat to the performance upon myself 
or 
name of 


patient 


of 


‘State getwro < sorwetion we penrateee, 98) “an aperotion ie comwre epporia) 


2 I further consent to the administration of such anesthesia as may be considered necessary or desirable 
in the judgment of the medical staff of the above-named medical facility. 


3. I further consent to the performance of such addilional operations or precedures as are considered ncc- 
essary or desirable in the judgment of the medical stall of the alove-named medical facilily. 


4. I also consent to the disposal by authorities of the above-named medical facility of any tissues or parts 
which it may be necessary to remove. 


(Cross out any paragraphs above which are not appropriate.). 


Signature of patient 
When patient is unable to affix 
signature: 
Signature of person 
aulhorized to consent for patient 
Witness: Signature 
Address 
City and State 
) ‘Date 
’ ly 
FRO TE AST RAwe-FieeY Name GOOLE NAmae a AR 
| » ie 
, METHOMZATION FOR ANESTWESIA OPERATIONS, ZTC. 
| RT TIL SR STE aS TTT os 
,\ 
go \ 
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py bap fons te 


GID i+ li Mareb 1557 


Vice Chaacellor 

feboels of the Mealth :refessions 
University ef :itteburgh 
ritteburgh 1), sennesylvania 


lear (ir: 


This is is reply to letter dated iti telruary 1727, fromic. seul #. 
Meurer regerding werk te be performed unmler Vemtract §o. 4 if A )<o~ dl. 


ln eonnestion with your request fer « slatement coimarning Lae 
asew~ption af resepemsibilities by the army Jor lial.iiities of . omreeter 
lneurred in the perfaormanve af cubject ~entract, you: alteukion ia tn- 
vite! te the previaions of 45) R-7-20).2?7, iveurance- lability te This 
lervons, omy atieemed, and partieulariy tc Us provisions af the fires 
eerterce of paregra;jh (¢), whieh Article represents the easimm peosection 
wrieh can be afiarded eamtrectore under psreseut policy. it le wur intention 
to mabe this artiale evallal.ie to you under thie contract, contingent upon 
your adhering te Ube fallow.ng princi; les, polleles, «m ruler ior tine ase 
ef namar vralanteers ic performing subject eedical revwearcn contresie. 


i. Tre valushary consent of the heman subdje.: 1s essential. This 
means Lhal Loe person soncermed! 


a. mould heve legal capacity te give consent. 


bd. ihould Le so ritaste! a4 io be alie to eserciss [ree 
power o/] ehaiee, without lotervention of farve, frvuead, 
deseit, Guress, cver-reaching, or other fore af ean 
straint or secereico. 


Ce <howld heve sufiicoient anceledge ami understanding of 
the experiment to emeliie Ain to mike an enlishiaed 
Geeiasiom, on the lassie of e1;.\eaalion gives to bla +e 
epeci{ied below. 


4d. Gmeuld alate his consent in oritiag, «.gped lz We 
presense of at least ome wiineet wh. sneli atiesi te 
eush signstare in writing. 


?. Beeb imdividual who inilisves, direets or engages in as 
@iperlavat bas 6 perpomal duty anc reeponeluility fa: sewertaini ag 
the qeality of the welunteer's consent. 
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REPROOUCEO'AT THE tA TICHALARCIEVES | 


a Poe Pe {Before the gee eprance ef ceneent of i.e velumtleer, he oust be ' 
gives: sdequate: explanation. He sheuld be Laformed ef the nature, duretion, 


| 

: ‘and purpece ef the experiment; the aethed am! es:as by wiiel it ts Le be 

. feondus ted; wall: ‘Lnwomvenionces sad hasanis resseasbly to be expected; cad 

i theFefreete, upen_ nis: health’ er persaa wien may pesetbly ese frem nis 
(partial pation ia: the sxpertacnt . | Ss 

* Bie ob A Nag Se "<4 ¥: a 

oe . & Sax! <M “The: Slipiieaneis should be sush 4 to yisi4 fruitful results foc 4 
“the: goed ‘ef sealoty, un unpreeurable’by ether seans of sluly, aad not ramion 

nd ummeseoeary tavnature. 3 -_ S Pe . 

4 Be ‘ % ,@°. 0 : 


sy, “The fumber a veluateore used must be opt ab « alnimus ccnstehent 
Salth the artes of a fruil(ul vazerimmt for the geed of seciety. 


XM 


' - ‘In’ order that ine  antictpared resulke will Justify ‘elig the © 
. axpePiaert, it (tre saperiment) sheulu be Seni.ae! and beew on the 
‘pesulte wf animal esperiasatation sani ® umowledce of tre metural Aistery 
‘of te Aiseese or ‘other vemoend wie be tads 


7 The vaperianat sliould be se ecaiuat ae te avoid o.. unnesousary & 
p yoiea) amd eatel eulferins ttenl iajury. “a . “A 


at. r eee “S ‘ a 
‘ hy ' ‘ 


cae i Me ‘dagerveinn shevld be: ‘ eendust ed: erure tnere Le a peter rf oem 
t4 belleve eat Ae ee vr Ai cooling falar ary 411. ‘veour. 
» “ee | a ey 

_ The. Aagnis ef risa te the ‘volunteer sre: ad five-: exeee! that 
devérmined by the tumasi terion. iz; ert sace af ine ariel. ® \e te solved uy 
De | aera 8 - ‘ Lt, 


ew 
‘ 
a. t, ha 


ae thes xpartaunt: aheuls te seniucteu ‘ealy be saicatificeily yua.' fied | 
ssabbadail vockettag! aA. avervsatal, trelaed © serelelaa) she etal be re clea Le”: 
{ARErel se5tne higheet iseree. ‘larme ee and varw Lhreughout ths csperiaoat.  - | 4 


ACem ponent re a behave: Lele ee ‘ohert ‘aotice ls lite comnoetioa:’ 
ee ae ges Pie “Mie” ee ease ine Pe ‘he. 
o Lis fatequate,’ Sadat des hos La) on! ean anc. ‘ery uate faci: ‘ities Gin Ss . 
6° 9h Sea, Lelpreteet jtne’ export deutel’ uc ject arainel invem remete poees bi Litiwa : 
r Of {im Jarry , Gateads ity Sor: death, Be Weide teeee acs ans omens; * 


t 


i, trettnen: e@-ney be. ‘required.’ Me & mo ob AS 
¢ i~ .. FF wt Sr.’ Me *.. es ee - «¢ ' i ; ; . a , 
3 Bas 8 oy “ty we of if + Vata >. ” *s 4 +e A 
ie. ‘ays The; humass, voluateer. Sub sr ar ‘anes pe Jan ety te tring ‘the ce 


 peperhnent: tei am ead: ifPhe ifeale enaect tl xs \\pesetinie fer nia be depsaun' & 
yore, thes rere a, bet S 1 a | : Te ge ga. 
Cos by detest. et Bre! es OE < “6 “og > : 

a Rg ee Lay thar ae “wal ne prepared “6 ee ae a 
gine: experimentye juny vetage, | Lf he Ras: ‘pretanis:sause te ‘beileve, jm the | 

jeaereiae OC the + goed’ faite,” Peperior sill amd. sareful dsageent require of!” 
Ni that’ ia @@nt Lawat ioe of; they axgerimemt: ia (Unely. te result in injury. ay 

“Satats ALty, Fee i deetn: ‘eine: Vaxpe rt: venvel | Haun jwer. bse ? et Se 


: t 


\ 381 


REPROOUCED AT Tiel raTiOrsay ANCHEVES 


14, Eetablished policy prohibits the vee of prisoners of war 
in heman experimentation. They will mot be used under any elrow 
stances. 


15. Agente weed in researeh wust nave the following liviting 
characteristies: 


a. Controllable lethality 

r. ho seriows chronicily ant iw ipated 

e. &ffeetive therary aveilable 

4. Adequate background of enive) asperinmentationr. 


Sincerely .ours. 


cc: Or, Maurer MAL H. Bh wR 
la, Colonel, 7 
Contreeting ~fficer 


CONCURRAD.CE: 


Chief, legal Uffice 


Chief, recearch $ Devel opmert 
Division 
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ad /esl 


ARDOS.8 8 May i197 


Dr. Rotert 1, Soore 

Vise Chances lor 

Sehoole of dealth Professions 
Oniversity of Pittsburgh 
Pitteturgs 13, Peneylrants 


ME: Contraet Me. bn. % 007) 2. 246 


Dear Ur. “ecre: 


Reply hae mot been received to oar letier <f 12 “arch | 357, 
regerding policies for tne use of baman vwoluntercs in perforeing 
medicai research contracts. 


we are wondering Uf there is any aiditiona) tnformativn that 
mignt tw required free this office regarding ine subject presente}. 
we :.ad axspested to recetve «a statesent froa you thal the work wou.d 
be conducted ir secordance with the policies set fcrib in our letter 
-f 12 Marek, prior to aodifying the comtract to inelode the “Liabilities 


to Trird Persons “lace. * 


jincerely yours, 


MAL S. Bitiey 
lA. Colone!, 1£ 
Comtracting <fficer 
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UNIVERSITY OF PITTSBURGH 


>. a PITTSBURGH 13, PENNSYLVANIA 
~~ 


oe 
— 


108 oF ren vick cusaeairon 
Gte GP rR Brarta Prortssions , May 16, 1957 


RE: Contract Yo. DA-49-007-MD-248 


Lt. Snmlone. Max H. Brown, MSC 
Cantructing Officer 
Department of the Arny 
Office of the Surgeon General 
Washington 25, D.C. 


Dear Colonel Brown: 
This ie in answer to your inquiry of Mny 8 on the use of human 


volunteers in performing 6 medical researci:s contract issued to the 
University with the principal investigator as Dr. Paul Maurer. 


We have discussed thic mattcr a mumber of times since receiving 
your lettcr and are in process of aprointing an Advisory Committee vitnin | 
&ll echools of the University. I my say that everyone approves ir. | 
principle of the statement which you sent. We believe it represents an 
excellent basis for proceeding in each individual instance. Hovever, 
Ve are of the opinion that each such experiment should be passed on by 
an 41] University committec, if for nothing more tian te «ive the 
investigator moral backing that vhat he proposes ‘c sound. 


Sincerely yours, 


c. A. Moore 


Vice Chancellor 
Reaith Professions 


WINRC | 20 DEC 9H Archives 
06° 112 
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UNIVERSITY or PirrssuacHu 
SCHOOL OF MED. CINE 


PITTSSUGQGH t5. PRENMNETLYANIES 


stetaer ef rataeitcert 


February 13, 195/ 


Major Gharies C. Pixley 

Chief, Surgical Aesearch sranch 
Reeearch and Levelopment vivision 
Departament of the Arny 

Office of the Surgeon General 
Wachington 75, b. C. 


“ 


‘Dear Major Pixley: 


I am exclosing copies of the ;rctocols of t.e next 
uxperimentea involving medical students. The [cllowinr materiale 
are to be investigated for antigenicity in man: 


a. SPYS Bi 21 which was received frorm Lr. 
hobert Pernell. 


b. Heated liquid plasma lot 230C}0 received 
from Hyland Laboratories. 


The proceuure vill be as follows: 


1. SO al. of bleod will be draw ‘roa the 
volunteers. 


2. They will ther be skin tested with the 
material. 


3}. The etuderte will ther receive « total cf 
£1 ml. injections of the matert«l ( subcutanecusly 
or intramuscularly) over # perimi -f 10 aays. 


4. Both ten vays anc about three weeks after the 
lest injection SO al. of blood will be draw 
from the volunteers and wey will be skin 
Lesled af meniionda atove. 
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Mator Charlies C. ficley 
Feoruary 16, 1957 
rage 2 


Ali ef the above procegure:. wil! be pert .mec with 
sterile techniques. 


Altiwugr Ube stvoets neve wolumterres for there 
experimerte . weuld appreciate receiving » fore! apgrevel for 
thle werk {roe the veparteent «f the Arey. as mentioren ir, cur 
Giscucelors, @ statement conrerrirag the ager irg °-f resperwiti icy 
hb, the arny for ay posritle urtowert effects reel ing Soe tbe 
axTerirentation sroule secompars the apy revs). 

1 deegly appreciate ©: fr overstating ir this ret cer, 


Sanecerely yours, 


5 
4 
» / 
’ mg (he { Thus a 
Paul #. “Maurer, f"... 


Tm: gas 
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Present vere: Board Members 
(2-3-4 May) 


Absent: 


Commission Directors:(2-3 May) 
(2-3 May) 
(2-3-4 May) 


(2-3 May) 
Absent: 


Representatives, D/A:(3 May) 


Representatives, D/N:(2-3 May) 
(2-3 May) 
(2 May) 


(2 May) 
Representatives ,D/AF :(2-3 May) 


Others: (2-3 May) 


‘Staff: (2-3-4 May) 
AFES (2-3 May) 


‘ ———— ae ae 


comet: 2\24\15 
RECORD GRovP: 334 
ETRY : IZA 

box: “6 


eds 


Ares Copy wn 


Minutes, Spring Meeting, AFED 
2-4 May 1957. Conference Room 341 


WRAIR, WRAMC 
Dr. Dingle, Presiding 
Drs. Francis Kern MacLeod 


Drs. Shepard Shope Saith 

Dr. Wood (2 and 4 Msy only) 

Dr. Stedbins, who expressed reyret at not 
being able to atten. 


Drs. Beard Cheever Davenport 
Drs. Feller Hemmon McFarland (2 May only) 
Drs. Shope 2 Smadel ( Weller (2-3 May) 
3 May only) 
Dr. Wilson 


Dr. Pillsbury : 
Dr. Edsall (represented by Dr. Gauld) 


Major Gen. S.B. Hays, The Surgeon General 
Col. J.—. Gordon, MC, Prev Med Div, OTSG 

Col. R.L. Callison, MC, Prev Med Div, OTSG 
Col. R.L. Bullinghorst, MC, aay wer Cory Cee 
Col. A.F. Long, U.S. Army liq. 

Col. R.P. Mason, WRAIR 

Col. W.D. Tigertt, MC, WRAIR 

Col. P.R. Beckjord, MC, WRAIR 

Lt. Col. A.S. Benenson, MC, WRAIR 

Lt. Col. P.W. Timmerman, MC, Res & Dev Div, OTSG 
Lt. Col. D. Crozier, MC, Prof Div, CTSG 

Lt. Col. H.L. Ley, Jr., WS, Bee & Dev Div, Ofao 
Lt. Col. R.D. Barron, MC, RCAMC 

Major A.M. Reeve, MC, Prev Med Div, Orso 


Capt. H.K. Sessions, MC, Prev Med Div, BuMed 
Capt. J.R. Kingston, MC, Res Div, BuMed 

Capt. S.A. Britten, MC, Prev Med Div, BuMed ae 
Capt. J.R. Seal, MC, Prev Med Div, BuMed 


Lt. Col. G.F. Fisher, MC, Prev Med Div, USAF 


- S. Bayne—Jones, USAR, Retired 

. Floyd W. Denny, Ass't to President, APB 

- Herman N. Eisen, Washington University 

- Ross L. Gauld, WRAIR 

» Harold B. Houser, State University of N.Y. 

. Williem S. Jordan, Western Reserve Univ. _ 
. Howard T. Karsner, BuMed, D/N “) 
» Barry G. King, CAA 

- Charles H. Roammelkamp, Jr., Cleveland City fa 
. C.A. Seith, COC, Public Health Service 

« John C. Snyder, Harvard School of Pub. Hith. 

. Arthur Stull, OTSG/DA 


SIPRPRRIRI ITA 


Capt. R.W. Babione, MC, USN, Executive Secretary 
Lt. Col. R.E. Dockery, USAF(MC), Asst. Ex. Sec'y. 


DOTE.: OPLY A PORTIOLP 
cCorPLEed 
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reconsider the efficacy of gna gangrene antitoxin. Dr. Dingle statcd that 
in December of 1955 the Board had recommended that dried anti-tcxin be made 
avnilable and, if there wis still some question concorning this action, 

that the matter should be referred back to the Commission on Immmization. 


He then requested that Colonel Hullinghorst write « letter re-opening this 
matter. 


2) ROTATION OF COMMISSION DInECTORS 


Dr. Dingle stated that in 1954, the Board 


Dr. Dingle requested that, vhen scientific data aro releasod to the press, 
every effort be mado to give credit to the Army, the AFEB, ani the Research 
& Developmont Division for their support, ami also that the Research ani 
Devolopmont Division be notified of all press releases. A directive con- 


than infectious hepatitis virus might be present in the tissue cultures 
used, thet all other methods of demonstrating the presence of a virus had 
not been tried, and that the subjects involved in 


17 
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volunteers. Opinions were also cxprossad in favor of tho study 19 outlined 
Dr. Dingle pointcd out that lemlly the children are volunteers because 
they are guardians of the State, and permission bad been obtained fron 


State authoritios. A mov‘S°n WWinsi vote there were 17 votes for and md 1 


-REOCE3? this “motion. 


ped rite hes mate the » ns metiane 


ami Civil Defense. Dr. Bayne-—Jones stated that the mechanism of civilian 


have ° 
added that the laws concerning this problem vere difficult to interpret, 


a Gee is 
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REOOUCT D at he Ne TOray, ARC VES 


nief, Bevearch end Developemt Diy., 9730 $ huguet 1957 
Contracting Offieer, OTS 


The Use of Hamen Test Subjects in Medica] Mesearch sup;orted by the Office 
ef The Jargeon Ceneral 


1. Incloeure No 1, is 2 copy of Memo drai tba by the ceotracting afficer 
primarially for diecussica purposes of eubjcet problems. It reflects generally the 
currect thinking of th eoutracting officer. 


2. Ineloeure Me 2, ‘# & copy of a paper received from the Legal Office cm the 
Same subject. 


3. It is reqmested that the BAD Diviaion consent ca subject problems in exier 
that steps can be taken te initiate necessary procedures to bridle this delicate 


subject. 
oy, P 
2 lncle Y fi Mat H, BRCM 
a/s 7s Lt. Colonel, KX 
av \ ys ’ é 
% , 
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REPRODUCED AT THE NANONAL AACHEVES 


3 april 1957 


SUBJECT: The Use of Human Test Subjects in Medical Research Supported 
by the Office of The Surgeon General 
ao 


1. It is believed to be appropriate to segregate this subject 
into the following categories: 

a. Research that is comiucted by an institution with 
monetary support from OTSG. The institution, because of its primary 
interest, would conduct the research program even without support of 
the. OTSG. 

b. Research that is supported by the OTSG because of its 
prisary interest. In other words the study is conducted at the 
insistfnce of the OTSO. 

2. In-cases where human subjects are used in research falling 
in category a, consideration should be given to the utilisation of 
Cost-Sharing Contracts, to the extent that the institution would bear 
all the costs of insurance, liabilities to third parties, etc., and 
assume al) responsibility for any possible effects resulting from the 
experimentation. 

3. In those cases where human subjects are used in research 
falling in category b, the OTSG to assum: its full responsibility and 
provide by contractual arrangement through the use of the article 
shown in ASPR 7-103.22, Insurance - Liability to Third PersonS Further, 


by contractual arrangement either by reference or by inclusion 


towne 
in the contract, incorporate i the equesberres ROD Publication dated 
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12 March 1954, subject: "Use of Human Volunteers in Medical Research; * 
Principle, Policies and Rules of the Office af the Surgeon General. 

&b, In addition, the Project Officer of the Research and Development 
Division should furnish the Contracting Officer a firm reconmendaticn 
om this mbject for sach case involved. Further, official files should 
be fully documented om all cases where research supported by the OTSO 
invelves the use cf Humn Test Bub fects, 
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SUBJECT: Contracts for Medical Research Where it is Planned to Use 
Human Subjecte 


1. It is believed to be administratively desirable in order to 
fully protect The Surgeon General in avubject instances that the following 


Procedure be strictly adherred to: 


a. Incorporate into subject Contracts Article shown in ASPR 
7-103.22, Ineurance Liability to Third Persons. 


b. Incorporate into the Contract by reference or by incluéion, 
the Principals, Policies and Rules of the Office of The Surgeon General 
on the use of Human Test Subjects. 


¢. The Research and Development Project Officers acquaint 
the Contracting Officer by memorandum on each proposed contract when 
it ie known that Human Test Subjects will be used. 


d. Project Officers to include in the memorandus a record of 
any correspondence or verbal discussion held with the Principal Investigator 
or other Technical or Administrative Personnel. 
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HEADQUARTERS 
ATR RESSARCH AND DEVELOPIENT COMMAND 
U. S. ATR FORCE 
Andrews Air Force Base 


Washington 25; D. C. 


BROTHA 12 September 1956 
SUBJECT: Conduct of Hazardous Human Experiments 
TO: ~RADC aAPGC §AFSWC AFMDC AFSMD (ARDC) 


WADC AFCRC AFITC AFFIC AFOSR 


l. This letter tells when mmans may be used in conducting hazardous © 
research and development tests. It explains procedures and factors to be 
considered before approving tests. 


2. Policy. “The effective conduct of research and development effort 
will, upon occasion, require the use of mmans for inherently hazardous 
experiments. It will be the policy of ARDC that the approving authority 
Will evaluate the need for test results and insure that the test subject(s) 
are afforded every known reasonable safety precaution during the conduct 
of the test. No test will be conducted without the prior knowledge of 


Headquarters ARDC. 
3. Responsibilities: 


a. The ARDC center cr detachment commander responsible for the 
research and development project being supported by the test is delegated 
authority to approve the hazardous mmman experiment or test. This 
responsibility will not be redelegated, 


be. The commander approving the experiment or test will notify 
the Deputy Commander for Research and Development, Headquarters ARDC, at 
least 5 working days prior to commencement of tests. 


lk. General. This letter is applicable to tests, the conduct of 
which may result in injury to the subject and which, once commenced, carn- 
not be controlled or terminated by individuals conducting the test or the 
test subject. Such tests are usually assigned to determine a level of 
mman tolerance for a condition which may be imposed because of Air Force 
operations or to determine the adequacy of equipment designed for Iman use. 


Typical examples are live ejection tests, enviromental 
Studies, track tests, and alti % studies. | letter does 
not apply to flight tests, (tests of:a purely clinical medical nature and 
routine parachute and personal_eqripment development tests..__——" 

5. Use of Evaluation Guide for Testing Requirements and Possible 


Kazards to Participants. To insure that an orderly, comprehensive process 
of review occurs prior to the exposure of individuals to risks involy ed 


ss BEST COPY AVAILABLE 


in man tion, the responsible commander will approve the use 
of human beings in experiments cr tests only after he has evaluated infor- 
mation gathered from the Evaluation Guide for Testing Requirements ami 
eee ee, ees See a SS CEES OS ereeee 


Human Experiments (see attachment 1). 

6. Exception to Administrative Procedures Required by ARDCN 8&0-1,, 
The conduct of hazardous human experiments is exempt from the provisions 
eof chapter 3, section IV, subsection I, ARDCM 80<1;, that requires the sub- 
mission of ARDC Form 105, “R&D Test Annex," for research and development 
teste. : 

) 7. Requirements for Headqua ters ARDC Notification. The approving 
commander will notify the Deputy Commander for Research and Development, 
Headquarters AHDC at least five working days prior to the start of tests, 


This notification may be made by electrical message, letter, or official 
to this letter and the following infor-~ 


be. Purpose of tests and justification for human risk. 
c. Description of plammed test procedures, 

a. Expectad number of tests. 

@. Expected period of tests, 

ft. Test site. 

8, When Reconfirmation of Test Approval and Renotification of Head- 
quarters, ARDC is Required. Radical changes in techniques and equipment 
resulting from initial test experience and prolonged delays in testing 
will require the responsible commander to: 

@, Re-evaluate the test program. 
be Reapprove the test program, 


Ce. Renotify the Deputy Commander for Research and Development, 
Headquarters ARDC. 
| 9, Disposition of Records: 

a. A copy of the documentation which authorizes the conduct of 


hazardous man experiments will be filed in the applicable project file 
folder and retired (Authority: paragraph 6llb, AFM 181-5), 
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EVALUATION GUIDE FOR TESTING REQUIREMENTS AND POSSIBLE HAZARDS TO 
PARTICIPANTS IN THE CONDUCT OF HAZAHDOUS HUMAN EXPERIMENTS 


1. All necessary preliminary exploratory laboratory, dummy and animl 
tests have been conducted and evaluated? Human subject testing is the only 
remaining means of providing the final validation? 


2. The need for the test results justifies the degree of probable 
risk to the test human being? 


3. Test procedures have been plamed in a manner which reduces 
hazard factars to the lowest practical level? 


” We” The fabrication techniques, quality of material, and quality of 
workmanship of equipment to be used have been approved by qualified 


responsible people? 


— - S, The subject is a volunteer and understands the degree of risk 
involved in the experiment? 


. 6 Subject(s) to undergo tests have been adequately selected and 


Te Qualified physicians will be on the scene during the conduct of 
the test or tests? 


8. Decisions during the day-to-day test operations pertaining to 
the adequacy of weather, support provisions, health and mental well-being 
of the subject(s) will be made by qualified individuals conducting the 
test effort--not the individual(s) undergoing the test or experiment? 


9. Tests will receive necessary support in the form of aircraft, 
photography, instrumentation, etc., in order that the tests may be com- 
pleted with a minimum of exposures? 


10. Qualified individuals from other ARDC organizations, other major 
commands, other government agencies, educational institutions, and/or 
private industry have been consult ed regarding any of the above-listed 
factors Se GRERES NO CE CCNES WY peseens enter he Jwistie- 
tion of the approving authority? | 
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GENERAL COUNSE™.'S OPINION, VETERANS ADMINISTRATION - OP. G. C. 28-58 


Chie( Medical Director 4-8 
‘General Counsel June 25. 1958 
‘Legal aspects of medical research . 


1. ‘This bas reference to your recent memoranda raising a aumber of legal questions 
with respect to two proposed research projects. One memorandum, on the subject of 
+"Research Project entitled ‘Tubeiess Measurement of Castrointestinal Motility’ . 
f(02431-256)", concerns The R lustitute for Medical Research in connection with the VA 
\Hespital, Manhattan, New York. The other memorandum, on the subject “Research 
i\Graat Funds", concerns The W Laboratories of Chicago and the VA Hospital, Chicago, 
‘with respect to a study of the “Physiology of Intrinsic Factor”, as farther defined in the 
mermoraadurs. ; 


2. The file contains the following data relating to the proposed project in New York City: 


“Preliminary discussions have been carried out with Dr. of 

" Cerperation and The R Institute, on the subject of the possibility 
of making a pressure-sensitive device which would record intraluminal pres - 
sures without an attached tube. This capsvle-shaped device would be approxi- 
mately | cm. in diameter and 1.5 crn. in length, coated with plastic. The 
device is swallowed by the patient and subsequently passes through the 
gastrointestinal tract. During its course through the stomach, small intestine 
and colon intraluminal pressures are detected by microphones,in the wall of the 
capsule. signal is transmitted to an external receiver anti recorder by 
means of an amplifier and oscillator, powered by a tiny battery. Such sub- 
miniaturization is accomplished through the use of the transitor principle. 

\ 


3. has stated that the construction of such a device is entirely 
possible, and has (further stated that The R Institute and Corporation 
svill undertake to build and test a prototype. 


tt ts proposed that, if laboratory and anirmal tests are satisfactory, this device 
be used to study motility of panems at this hospital.” 


3. The capsules have now been soveteped or The R (nstitute for Medical Reseurch. In 

letter of October 30, 1957, its President writes to the VA as (ollows: 

“We propose to lend to you upon the terms stated in this letter five devices 
known as ‘radio pills,’ which are designed to transmit a radio signal while 
within the hurman body, for the purpose of measuring digestive system 
functions. The devices to be loaned are more fully identified in the at- 
tached schedule. The terms of this loan are as follows: 


“1. We will receive no consideration from you for the loan of 
the dewices, and reserve the right at any time to request you to 
* return ther, and upon such request you will return them 
promptly and in good condition subject to Greaney wear and 
tear. 


“2. The devices will at all times be in your possession and it 
is understood that they will be used only for experimental pur- 
poses and under the supervision of qualified Veterans Adminis - 
tration personnel. These devices have not yet been fully tested 
human subjects, but we have concluded that the following pro- 
cedures should be observed in the course of any expcrimenta- 
tion involving a hurman subject who has taken the device 
internally, for the protection of the subject and the success of 
the experiment: 


“a. Care should be taken to be sure that the intestinal 


tract of the humal subject is sufficiently unobd- 
structed to permit clear passage of the device. 
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Op. GC. C. 28-58 


“2. The inhibition of endogenously secreted 
tntriasic Facter in non-pernicicus anemia 
patients, as a result of the Cuagensus porcine 
latrinsic Factor. 


"3. Amatogism cf aca-pernicioes azernia patients 
te hetervlogeus Intrinsic Factor Concentrate 


. “The preposed study will test these hypotheses in a series of 
* gsormral volunteers aad patients with various diseases. 


“The effect of porcine Intrinsic Factor Concentrate will be 
quantitatively compared with that of human gesteis juice 


cyanocobalamia technique. The W Laboratories will supply 

a eumber of chemically fractionated [ntriesic Factor Con- 

ceatrate preparations to be tested for their Intrinsic Factor 
and also for their inhibitory effects. This will be 


_ designed to investigate the (irst hypothesis described above. 


“It is contempiated that this study will involve approximately 
' 20 or mere normal volunteers and 20 or more ae 
anernia patients. 


“If you are agreeable to carrying out this work, and it smaatetin te the 
Veterans Administration West Side Hospital, we will issue a check to 
the Veterans Administration West Side Hospital for $1250.00, repre- 


‘senting the first quarterly payrment. The balance will be paid quarterly 
during 1958. ' 


““la addition, we will include a check for $500.00 to be used as a fund for 
paying volunteers necessitated by this study. [t is understood that where 
payment is necessary, the volunteer will receive either $10.00 or $20. 00, 
depending upon the type of experiment. Disposal as of December 1958 of 


any unexpended or.unallocated portion of the fund of $500.00 will rest with 
The W Laboratories. 


' “You will inform us from time to tirme and at the conclusion of the study 
as to results obtained. 
"We are enclosing herewith three signed copies of this agreement. If it 
is acceptable to you and the Hespital, will you kindly sign one and re- 


turn itta us? You may retain the other two fer your own files and that 
of the Hospital.“ 


the correspondence shows that volunteers would take weekly doses of CoS8 Cyaneco- 
lamin, 0.5 microcuries per dose, for three consecutive weeks. They will be paid 
funds provided by The W Laboratories. Twenty or more volunteers will be 
‘elected (rom pernicious anemia patients in the VA hespitai. The other twenty volunteers 
“ll be university students whe, in connection with their studies, would devete part of 
Seir time to various duties at the hospital. 


. s- The basic question presented is whether the VA may enter into the research pro- 

“sed im each case. and if so, under what conditions. (tis further asked whether the VA 

Ml be responsible for any adverse effects upon the volunteers. 

‘The VA has authority to undertake research and enter into contracts for research 

"tposes. wherein the objective is the health and welfare of weteran-patients or domicili- 
‘es. The current appropriation act, Public Law 85-69 provides that $10, 344, 000 

all be available for medical research. Section 1716. Public Law 8$-56,. 38 USC 

M6, continues the authority formerly contained in section 1500 of Public Law 346, 78th 
ngress, as armended, 38 USC 697, granting the Administrator the power to enter into 
tracts for research purposes. --86 Sol 349: 90 Sol 624, 627. Section 215. Public Law 

5-56, 38 USC 2215. expressiy provides for research in certain limited fields, 
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a. By express agreement. Such agreements are upheid, in general, 
except where one party is at an obvious disadvantage in bargaining 


pewer. : " 


b. By implication (rom the conduct of the parties. When the pizintili 
enters voluntarily inte a relation or situation invelwving obvious 
danger, be may be taken to assume the risk, and to reiieve the 
defendant of responsibility. Such implied assurmptioca of risk re- 
quires knowledge and appreciation of the risk, as 6 annoy 
choice to encounter it.” 


A similar conclusion is set forth in the “Restatement of the Law” of the Americas Law 
. fastitute on the subject “Terts”, sections 49, 89Z, and 893; 86 Corpus Juris Secundum on 
“Terts”, section 12; and $2 American Jurisprudence on “Torts”, section 94. 


13. te line with the foregoing, if the research is to be undertaken, it would be necess2 
that the VA obtain from each volunteer a written consent, whether the voiuntecr will be 
paid or net. The volunteers must be competent to give consent. A form should be pre- 
pared for signature by each one, setting forth the objects of the research and the risk 
invelved, and containing further a staternent substantially as (ollows: 


"Tt understand that this research is for experimental purposes, and results 
cannot be fully foreseen. Preliminary tests have been made, and indicated 
precautions to protect voluntecers have been taken. The VA does not repre- 
. Sent that any injury will necessarily be avoided in ewery instance even when 
these precautions are followed. Nevertheless, | voluntarily assume the risk 
fevelved, in order te advance medical knowledge. I will carefuily follow in- 
etructicas given by the VA for the couduct of the experiment. I will uct make 
any claim or demand upon the VA or its personnel for injury, if aay arises 
from-the experiment. This does act relieve the VA of negligence in the per- 


fermance of the experiment. 


“L understand that { am to observe the following instructions (or the instruc- 
tlenms attached hereto), subject to such further instructions as the VA may 


give: .. ~~.” 


14. It would be appropriate that there then follow a paragraph relating & release of in- 
formation, which could read as follows: . 


“lt agree that data obtained by the VA (rom this experiment may be used for 
medical or other scientific purposes, including publication, but my identity 
will not be revealed uniess | expressiy consent thereto. “ 


1S. The agreement drafted by The R institute contains the following language in para~ 
graph 3 thereof: 


“. . . The @ Institute for Medical Research assumes no liability or responsi- 
bility of any kind te the Veterans Administration or te any human subject «ho 
may be used in the course of experimentation. . ..”. 


The foregoing is on the premise that the VA and not The R Institute is conducting the 
research. This premise is correct. However, it does not relieve The R Institute of 
negligence in the preparation of the “radio pills”. 


16. Im surmmary, the VA may conduct the research projects proposed in conjunction with 
The R Imstitute for Medical Research and with The W Laboratories, respectively, subject 
te the foregoing. 


Dl striteetion: 
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wh RO. seteritioes i CuUY H. BIRDSALL 
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Pension Sereree » 
| Beeetwer, Carroentation & 
Pension Supe re tien i? 
| Adetiontion Officers $ 
Memogers - aff Field Stations, 
Atta: Medical £ § « 
Manager att Fietd Stations i 


*+.e@.fF? eee 


BEST COPY AVAILABLE 


400 


JLL 


Teveebec 29, 1953 


Dr. John 7. Enders 

Chief, Research Division of Infectious Diseases 
Children' 3 Medical Center 

360 Longwood Avenuc 

Boston 15, Massachusetts 


Year John: 


This is to confirs our telephone call of =1in wrning, 
Moveaber 20th, regarding approval of the AFED fsr the protecel 3f 
the experiment wich you propese to carry owt with Or. Henry Keope 
at Uenver vith the attenuated ccasics strain iu normal children. 


I phoned Tomay Francis yesterday afternoon and he urges that 
this investigation and other sinilar subsequent ones, possibly with 
Robbins, Kurnen, or Woodward, be done in conjunction with you as a 
momber of the Virus Infections Commission of the AFES. Thus, cuch 
experlacnt usiag human voluntcers vill require chat the protecel be 
approved by the Sourd. 


Ordinarily che AFED desires reasonable acount of time to 
consider these protocols in advanse of a mecting. They will be mect- 
ing in Uashington on Veceaber Oth and I will ba present. Dr. Francis 
belleves that since this protocol will be so uinmilar to tle previous 
one you submitted chat, if this is distributed to aombers before the 
aeating, there vill be no difficulty in gotting consideration. 1 
suggest chat you cend an adequate number of aimeographad copies to 
Captuin Cabione as secon as possible for distribution to tho Roerd 
aoabers and 2 copy to uc. 


3 am senting yes 8 caay 0 of a mimecographod statement dated 


12 Mirch 1954 entitled, "USE OF NUMAN VOLUNTEERS IM MEDICAL RESEARCH: 
PaLiicl’ Les, POLICIES AD RULES OF THE OFFICE OF TM SURCLON CEIERAL" 


which vere adopted by the Board as their genoral principles. You 
should cake this into consideration in writing /aut the protocol and 


cormmro: 217/95 

aE CORD GhouP: * 334 
Emre: *1\3A 

ROX ; FY 
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Orc. Joba F. Enders November 20, 1956 


its attached statement. I think the important things te point out arc 

the rcasons for this cxperiment being considered necessary, i.c., normal 
children may possibly have less reaction than che mental defectives and 

be a meuns of determining whether the virus aceds to be attenuated further. 
You will, of course, state the results of the last experiment, indicating 
why this onc necds to be done. It is also important to indicate the 
source of the voluntcers, the person who vil! bc in charge of their follow 
. up, and vho will be responsible for any medical care which might be needed. 


For subsequent experiments it would probably be wise to get the 
protocols worked owt as far in advance as possible and che details of the 
arrangezcnts to be made and the porvons responsible, ctc., and get eppli- 
cations for approval for this aubmitted to the Board just as soon as 
possible. It is hoped that if chis is not noar the time of « Board 
meeting, Dr. Francis can handle this by asil so delays on this important 
project will not be neccessary. 


Very sincercly yours, 


W. McD. Hammon, M. D. 
Director 
Commission on Viral Infections 


Woi/co 
Enclosure 


cc: Captain Babion 
Dr. Francis 


Correo: 2|17/95 
RECORDS GrovuP: * 334 
Ere: *\3A 
ROX : *F Y 


now em mneneme BEST COPY AVAILABLE 


402 


Azyur a f 
Noa. 70-25 


"AP 70-25 


BEADOUARTERS, 
DEPARTMENT OF THE ARMY 
Wasaincrox, DC, 31 July 1973 


‘RESEARCH AND DEVELOPMENT 


GSE OF VOLUNTEERS AS SUBJECTS OF RESEARCH 
- Effective 15 September 1974 


This revision transfers the final approcal authority from the Chief of Research and Decelop- 
ment to The Surgeon Generci! for ail research using colunteers, except resecrch inrolcing 
nuclear end chemical weriare agents and identifies tie requirement for use of actize duty 
militery personnel as tolunteers and instructs major commanders to procice assisitcnce in 
“their recruitment. Local limited supplementation of this regulation is permitted, but is not 
required. If supplements cre issued, Army Sic agencies and major Army commands rill 
furnish one copy of each to HCODA (DASG-RDZ), Washington, DC 20310. Other commends rill 
furnish one copy each to the next higher headgucrters. 


Paragrapd 

PUP cccocccccccccocecocccoesscseccsccocrscasccosessececscococcesscesese 1 

Evemptions................- eoceccccccccccccoccesecescsescos coccesccece cece 3 

Basie principies.............. e - 4 

Additions] safeguards... poate goeuus 5 _ sity, 

Approval to conduct expenment. iu 6 . 

Civilian GRIN ORR cacconcccesecesssesecssesececes ee ee eee ee eo eee 7 

Recruitment c! active duty military volunteers. .... - —_— 8 

Appendiz Lega. implications 
lL. Purpose. These regulations prescribe policies sonnel would reveal the artificial nature of 
Scouse Wieieiee at the daar aoe such conditions and defeat «he purpose of the 
as subjects in Department of the Army research investigation. 
wherein human beings are deuberstely exposed to ec. Exhical ical and clinical investigations 
wmusual or potentially hazardous iti ‘involving the basic disease or Dew treat 
These regulations are i worldwide, wher- ment procedures conducted br the Armr Medical 
ever volunteers are usec assubjectsin Department Service for the benefit of patients. 
of the Army research. 4 Basic principles. Certain basic principles must 
2 Definition. For the purpose of these regu- 


This reguiatien supersedes AR 70-25, 2 March 1962. 
TACO GRa-—Jaly G50-28b—T4 , 


: FET, Snel Jo 
be. TREE 


GD 


os 
e. Voluntary consent is absolutely essential. 
(1) The volunteer will have levul capacity to 
gite consent, and must give consent freeiy without 
being subjected to any force or dures. He mus: 
have suficient understanding of the implica:ions 
of his participation to ensbie him to make an 
informed decision, so far as such knowiedsr dous 
not compromise the experiment. He will be sold cs 


AR 70-3 


not involved im the research scudy who will attest 
to such signature iD Writing. 

(3) The respoxsibilitr ‘or ascertaining the 
quality of the consent rests coon each person who 
mitiates, directs, or conducts <he erpemment It is 
& personal resporsibility wnich may sot be 


b. The number of volunteess used will be kept 
at 8 minimum consistent wick ¢ below. 

e. The experimen: =nust be such as to contribute 
Significantly to approved resexerch and hate res- 
sonable prospects of yielding militarily important 
results essencia! to an Aror research program 
which are not obtainable be other methods or 
means of study. 

& The experimen: will be conducted so as to 
avoid all unnecessarr physica. and mental suffering 


J. The degree of risk to be taken will never ex- 
coed thst determined to be req=red by the urgency 
er importance of the Army program for which the 
‘periment is necessary. 


S& Additional safeguards. As sdded protecton for 
volunieers, the folowing safeguards will b 
provided: 

«. A physician approved br The Surreon Genuw 
Will be responsible far the medical cere of volun- 
teers. The physician may or mar not be zhe project 
leader but will hare authority w terminate the 
experiment st any cime that he beiieres death, 
injury, or bodily her= is likely to result 


availabie to him on short notice chroushout the 
experiment who are competent to advise or assist 
with complications which can be anticipated. 
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United States Code, section 4503 as the Depart- 
ment of the Army authority for the use of such 
volunteer services. 

e. All questions concerning houss of duty, pay, 
‘leave, compensation claims, or application of of other 
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AR 70-35 


& Recruitment of active duty military volunteers. 
Some research will require active duty militsry 
personnel as volunteers because of the nature of 
the investigations. Recruiting is best accom- 
plished by research personnel responsible for 
conduct of the research. Major commanders will 
provide assistance to recruiting teams. At all 
times recruiting will be conducted in a morslls, 


ethically, and legally acceptabie manner. 
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.. APPENDIX 
LEGAL IMPLICATIONS 


The following opinions of The Judse Advocate 
Genera: furnish specific guidence for ell partici- 
pants = rescarch using rolunteers: ' 
L. Authority. The Secretary of the Army is 
authossed to conduct research and detrelopment 
ptogras: including the procurement of services 
that are needed for” these procrams (10 U.S.C. 
4503). The Secretarr has the authority to “assign 
detail a=d prescribe the duties” of both members 
of the Army and civilian personnel (10 U.S.C. 
3012(e)}. 

2. Miltary personnel and Department of the 
Army civilian employees. Compensation for the 


disabitcr of death of a civilian employee re- 


wulting from personal injury or disease proxi- 
 gpately caused br his employment is parable under 
the Federal Emplorees Compensation Act (39 
Stat. 742 et seq.), as amended (5 U.S.C. 751 et 
ri tegardiess of whether his emplorment was 

of s Easerdous nature. The emount and trpe of 
disabiiz> compensation or other benefits payable 
7 of the death or disability af s member 


the Gorernment will result from the death or dis- 
ability of military and civilian personnel par- 
ticipatizmg in experiments by reeson of the hazard- 
ous natcre of the operations. 

3. Private citizens. It is the policy of the United 
States to iedlech the acceptance of voluntary 


: As the payment of msurance pre- 
mums on the life of an officer or employee of the 
United Ststes is a form of compensation which 
is pot currently authorized, payment of. those 
premimms is prohibited (B.S. 1765; Commissioner 
of Fatenai Revenue v. Bonwit, 87 F 2d 764 (2d 
Cir. 1837); Canaday +. Guittecu, $6 F 2d 303 (6th 
Cyr. 1936) ; 24 Comp Gen. 648 (1945)). 

5. Ceatractor’s employees. There appears to 
be no legal objection to the use of employees of 
contractors in research and development experi- 
tnents. It is the responsibility of the contracting 
officer to determine whether the terms of the con- 
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tract are sufficien:}y broad to permit the partici- 
pation of these employees. Generally, benedits to 
which private exalorees may become entitled by 
reason of death or disability resulting from their 
ernmplorment are payable under State law except 
persons covered br the survirors insurance pro- 
visions of the Social Security Act (49 Stat. 623, 
as amended (42 TS.C. 402)). Reimbursement of 
the emplorer for additional costs by reason of this 
liability of his employees will depend upon the 
terms of each concract. These employees are not 
disqualified fram prosecuting cisims against the 
Government under the Federal Torts Claims Act 
(28 U.S.C. 2671 et seq., see AR 25-70). In cost 
reimbursement type research contracts with com- 
mercial orgamtzasions the cost of maintaining 
group accident and life insurance may be reim- 
bursed to the contractor (subject to certain ex- 
ceptions) under ASPR 15-205.16 provided that 
the approval of the head of the Procuring Activity 
is obtained (APP 10-551). 
6. Irregular er fee-basis employees. Intermittent 
services of such employees are authorized. (For 
experts and consultants see Sec. 15, Act of 2 An 
1946 (60 Stat. $10; 5 U.S.C. 55a); Sec. 501, Do 
Appropriation Ac:, 1961 (74 Stat. 349); note AP. 
30-264.1, CPE A7; Sec. 710 Defense Production 
Act of 1960 (64 Stat. 819; 50 U.S.C. App 2160); 
and for architects, engineers, and other technical 
and professional personne! on a fee basis, see 10 
US.C. 4540.). Whether these employees can be 
detailed or asa to the proposed experiments 
will depend upon the statutory authority for 
oe and the provisions of their employ- 
t agreement m each case. The Federal Em- 
ployees Compensation Act, supra, in al probability 
applies with respect to these irregular and iee- 
basis employees for any imjury or diseese resulting 
from their employment, although « final deter- 
mination im such cases will have to be made by the 
Bureau of Employees Compensation, Department 
of Labor. Subject to such restrictions and limita- 
tions as may appear in the statutory authority 
under which be is employed, it would appear that 
the Government may legally bear the expense of 
premiums upon the life of an irregula or fee- 
basis employee whose rate of compensation is not 
fixed by law or regulations. In this regard, it may 
be advisable for the Government to provide ar 
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additional allowance to the employee for financing 7. Conciusion. Subject to the above conditions, 
such private insurance atrangements as he may Armed Forces personnel and/or civilians on duty 
wish to make rather than to undertake direct at imstallations engaged im research im subject 
negotiations with insurance carriers for the desired fields will be permitted to actively participate in 
coverage. all phases of 


- The prepenent agency of this requiation is the Office of The Surgeon 
Generai. Users cre invited te send comments and suggested improve- 
ments en BA Form 2028 Recommended Changes te Publications and 
Blank Ferms) te HODA (DASG-25D7), WASH DC 20310. 


By Order of the Secretary of the Army: 
CREIGHTON W. ABRAMS 
, Gene: al, United States Army 
Official : Chief of Staff 
YEENE L. BOWERS 
ajor General, oe aan Cy 
is aieee Gad 
DISTRIBUTION: 


Actives Army, ARNG, USAG: To be distributed in accordance with DA Form 12-9A require- 
ments for AR, Research and Development—D (Qty Eqr Block No. 112) 
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MEDDH-#R 10 July 1962 


MEMORANDUM FCR THE RECCRD: 
SUBJECT: Use of Volunteers for Army Medical Fesearch 
—————— 


1. Volunteers have been used by in-service and contract investi- 
getors for a great variety of research projects, since 44 II. By and 
large research has been conducted in strict accordance with the 
Nuremberg Code of 10 rules drawn up following the Nuremberg trials. 


2. Cther than the Nuremberg Code, guidance for the cenduct of 
human research has come from religious groups, such as « statement 
from the Pope in 1952; the declarations of Ceneve and Rome, adopted 
by the Yorid Health Asscciation; requirements cf National Medical 
Associations, including France, Gritain and the . S.3 end the guaran- 
tees and standerds recommended by the World Medical Associstion. 


3. Federal agencies cendycting or sonitoring human research have 
cperated under a variepy of guidelines formudated from the Murexberg 
Code and incorporating features from cther agencies, as above and from 
specific regulations governing the particuler service involved. All 
such guides have in common the safeguards put ferth in the documents 
cited above and have resulted in research programs remerkably free 
from litigation. 


4, The Army, specifically, hes conducted both in-service and 

contrect reseerch involving the use of velunteers under rules which 

have been derived from the Nuremberg Code, the Army Crganizacicnel Act 
of 1950 (Sect LOL) end Chief of Staff Memorandum 325, 30 June 1953 
(Velunteers and Radiological, Biological and Chemical agents). £n 

12 March, 1954, principles, policies and rules of the Office ofj the 
Surgeon General: "Use of Human Volunteers in Medical Research" was 
published based on the foregoing. This bas been the basic guide which 
has been followed since its publication, with miner changes or edditions 
to epply te specific programs cenducted at the various Aray laborateries. 


5. Adoption of an , on than continued reliance on the "Prin- 
ciples, Policies and Rules of the OTSC” hes been needed to essure the 
Arwy thet research done by or specifically for the Arsy vill, when 
humans sre involved, be monitored ET Surgeon General and will be 
im accordance with generally eccepted principles. 


6. Utiligzeticn of Volunteers in in-service programs: 


a. Army Medical Unit, Fort Detrick. This has been a program 
remarkably free from difficulties. It has been conducted 
with che cooperation of the Seventh Day Adventists Vee 
Service Coumission and has involved up to 200 volunteer 
subjects, ennually. The SDA Commission has encouraged 
their young men to perticipate, and those who qualify ere 
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MEDDH-MR 


MEMORANHUM FCR THE RECORD: (Cont'd) 


SUBJECT: 


Use cf Volunteers for Army Medical Research 


sélected et the MIC, Fort Sam Houstcn and transferred to 
the Walter Reed Unit where they perform non-combattant 
duty unless participating in experiments. It has been 
essential that the policies of the Medical Unit, Fort 
Detrick, te oriented toward defense against biological 
agents, and that work conducged have potential benefit 

to all mankind. This pesition bas at times been difficult 


‘to maintain. Protocols for the use of biological agents 


b. 


or products, have in addition the unanimous approval of 
the Ccmmissicn of Epidemiological Survey of the AFEB. 
Close liaison has develcped during recent yesrs with 
reccgnized leaders in the field of infectious diseases, 
ans particularly with the University cf Maryland. 


MRNL, Denver, Colorade. In January 1954, negotiations 

were begun with the Mennonite Central Committee to recruit - 
young men for metabolic and nutrition studies. A metabolic 
ward was established and operations began later in the year. 
These volunteers ere salaried, receiving $1,800.00 per ennum 
and limited PX privileges as well as other privileges, 

such as recreational facilities, Red Cross, hobby shops, 
etc. The average tenure is 18 months, which fulfills 

Draft Board Requirements. This program has worked very 
well, however, there was one subject who, after release, 
sent an ermual bill for treatment of ulcers. (It is note- 
worthy that the Mennonites have furnished thousands of 
young men to Federal and Private research programs in 

this country and in 39 foreign countries. The latest 
available figure is 4,300 as of 1960.) MNRL is cefrently 
authorized 10 such research spaces through a contract wibh 
the University of Colorado. 


AMRL, Fort Knox. There are essentially no velunteers other 
than from members of the staff fee specific experiments. 
Contracted research at the nearby University of Louisville 
is coordinated, however, and utilizes Medical students and 
other volunteers. Prior to the establishment of ARIEM, 
climatic tests were conducted and thermal stress pay was 
allowed. 
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MEMORANDUM FOR THE RECCRD: (Cont'd) 
SUBJECT: Use of Volunteers for Army Medical Research 


d. ARIEM, Natick, Massachusetts, is newly organized. Sub- 
jects selected for heet and cold streesing remain with 
this unit as volunteers for long periods of time, and 
the nature of experiments is such that volunteers will 
usually remain only so long unless stress pay is allowed. 
An average of 30-40 volunteers are required, continually. 
The established codes of conduct of human experiments are 
rigidly enforced to prevent serious reactions. 


3. U. S. Army Chemical Center, Edgewood, Maryland. Volun- 
teers are recruited from various Army camps in U. S. 
Posters and bulletins inform the men thet they may sign 
up for 30 days THY and stress the importance and safety 
ef the program. No special pay is offered but the volun- 
teers do receive preferential treatment and passes if 
they are cooperative. Twenty to thirty are generally 
selected each month. In contrast to the ARIEM require- 
ments, most volunteers for this program are subjected to 
short experiments end suffer with little discomfort. 


£. WRAIR uses few volunteers, but programs, particularly 
id the Neuropsychiatry Division dc occasionally require 
them. No special inducement has been a policy and local 
recruitment is generally adequate. 


7. Contract dus of volunteers: A comlete survey of research 
contracts in which volunteers were used was conducted in 1960 prior 
to preliminary drafting of AR 70-25, 26 March 1962. At that time a 
tetal of 21 contracts were active. Appruximately 3,000 students, 250 
patients and 300 prisoners were participants. The general picture, 
today, is essentially unchanged. Investigators have utilized the 
12 March, 1954 SCO Directive as « guide and have had prior approval 
of protocols by their own imatitutions, the project officer, the 
APEB when applicable and appropriate Adviscry Committees to the Sur- 
eon General. 


8. Problems concerning AR 70-25, March 1962. 


@. para l: A precise definition of Department of Arny 
Research is needed. 


b. para 6: Approval. Define "Major Command" and "other 
agency”. Does the letter include direct submission by 
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MEMORANDUM FOR THE RECORD: (Cont'd) 
SUBJECT: : Use of Volunteers for Augmy Medical Research 


the contractor or by the Med R&D, in this case? i.4.- 
the Project Officer submits the protccol for approval? 


ce. para 8: Implementing instructions. 


1. What should content of implementing instructions be? 
To whom should they be sent? 


2. To our laboratories the implementing instructions are 
simple: Protocols, particularly where CBR agents are 
used, must be submitted to Med R&D for approval @ DA 
level. This may be quite burdensome for Ft. Detrick. 


3. Contractors position in this is less clear. Instruc- 
will have to be formulated for the guidance of project 
officers. All active contracts have been approved by 
TSA/R4D. Do those involwing CBR already underway need 
to go to DAZ What if DA turns down a project already 
contracted and paid for? ' 


DONALD L. HCWIE 
Le. Colonel, MC 
Assistant Chief 
Medical Research 
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ARM1.941128.004 


APPENDIX 4 


Velunteers: Peference Materiel in RSD Files 


Fellcwing the pubéication of AR 70-25, 26 Merch 1962, it became 
obvious chat this document would provoke meny couments and inquiries 
beth in and out of service. This represents « ailestone, of sorts, 

im thee it is the C£ficial position of DA concerning this delicate 
subject. As such, it becomes « ruling subject to legel interpretetion 
and application. The background is briefly cutlined in the preceeding 
memo. Scurces are! 


1. AFEB Files: Contains basic correspendence in the formation ef 
TSCO policy, March 1954 and statement by executive Secretary of AFEB 
on need for the policy, {.e.t “mandatory requirement for projects 
im classified ereas requiring epprovel of the Secretary of the Arzy, 
but a guide for other. types of research". There is eiso « sinimm 
amount of correspondence concerning the necessity of a1! members of 
the AFED te uske certain that detailed pretocols ere submitted to 
TSGO when Aray subjects are involved, and the drifts and copies of «a 
directive "Information to be included in protocols submitted to TSGO 
ia cases where Aray Personnel are to be used as test subjects". A 
1960 eurvey of all contractors using volunteers is included. 


2. Prev. Med. Br. rite! YVaterials, here, are largely those 
which pertain to the estsblisament of pclicies using Seventh Day 
Adventist volunteers et Tort Detrick. Materisls date back through 
1957, and include besic correspondence establishing iarunizaticn 
policies, recruitsent (at BAMC), the policies of the SDA War Council, 
@ history of the velunteer progres at the Army Chemical Center and 
miscelianeous information concerning the position of the CES, AFEB, 
June 1960, 


3. Deputy Director, BSD's File: Information dating back through 
1957 on procurement of volunteers, orders essigning physicians respon- 
sible fer volunteer studies, reprints on nen-officiel reviews of 
volunteer reseerch (Drug Research Reports reprint of Duke Low Journal, 
1966, review; Dr. Beecher's AMA article 31 Jan, 19590. Materials 


bere are sketchy. 


_ &. Col Lee's wt (Budget eee Correspondence, here ic largely 
beck through 1957. luded ere: 1.) 1 Aug 57, Legel office opinion 
ow Jrd person liability insurance under centrects.2.) The various 
eetegories cf studies utilizing volunteers. 3.) 10 June '59 Drug 
Research reports review of National meeting on volunteer prograss 
(Dr. Ladimer's review) which is excellent.%.) A copy of the 30 June 1953 
C/S Memo: Use of volunteers in Research. 5.) Agreemant end consent 
forms used in verious progrems. 6.) 1959 queries by Cen. Hays of the 
Nevy and Air Force policies (no snswers). 


NRC’ a\ Nov a4 
ees 4 A-U813 


Jecession 


BEST COPY AVAILABLE 


413 


APPENDIX A ~- (CONT'D) 


5S. Personnel File (Mrs. Eyles): This is a more comprehensive file, 


with miscellaneous materials dating back to 1952: 1.) The draft and 
criticiams of AR 70-25 including those by McDowell, Tigertt, Benenson, 
Artiss, Col Vorder Bruegge. 2.) Reprints of articles previously sen- 
tioned, plus an excellent review in "science". 3.) History of the 
volunteer program at MRNL. 4.) Summaries of all research using volun- 
teers as of Nov '60. 5.) Copies of legal opinions previously mentioned. 
6.) Reports of other decisions, such as by the Catholic Church. 

7.) The Ohio State Prison correspondence involving Gen Creasy -- a good 
demonstration of how touchy this subject really is. 8.) The documents 
on SDA participation. 9%.) SOP's for AMRL volunteer programs. 


6. Classified Files: Material in classified files is by and large 
referred to in the cther files. References other then minor corres- 
pondence includes: 


a. Original C/S Memo, 30 June '53 on use of volunteers, prior 
to declassification. 


b. 12 Aug '54 letter from Col Wood clarifying and imap lementing 
above memo. Response of Ch Chml 0 attached. 


c. 25 Feb '55 letter to TSCO from Legal division. Opinion on 
legal capacity to consent (ages 18-20) of troops. 


d. 1955 correspondence series concerning Seventh Day Adven- 
tists, including letters from parents, legal council, advice 
of the SDA Council and responses of TSGC. 


&. 11 April 1956 authorization for phychochemical studies -- 
staff action. 


f. 18 May 1958 authorization to use V-agents and staff actions. 


g@- Legel implications of using women and children as subjects. 
21 Oct 1959. 


h. 13 Mar 59 designation of single physician es responsible. 
Legal opinion. 
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From: Chief, Bureau of Medicine and Surgery 
Te: Secretary of the Navy 
Via: Chief cf Naval Personnel 


Subj: Experimental studies of a medical nature involving persons in 
the Naval Establishment 


Ref: (a) MANMEDDEPT, Chapter I, Section II, Article l-ll, 
"Experimentation of Personnel" 


l. Forwarded, in accordance with reference (a), recommending approval. 


2. The proposed study using human subjects will provide information 
mot otherwise obtainable ro validcte specifications for the construction 
of manned space capsules. Test personnel will be subjected to increas- 
ingly high rates of negative G of very brief duration until discomfort 
levels are reached. The conditions of the experiment will be chenged 
gradually, and test personnel will at all times be under the careful 
observation of trained Medical Department personnel. Wo injury to 

test personnel is expected to occur. 


fe ie 

Cc. s” ‘GaLLCuaY . 

Assistast Chief for peseeudh and 
Military Medical Specialties 


Copy to: 

NASA Hdqtrs., Wash. D.C. 
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From: Chief, Bureau of Medicine and Surgery 
To: Secretary of che Navy 
Via: Chief of Naval Personnel 


Subj: Experimental studies of a medical nature involving persons in 
the Naval Establishsent 


Ref: (a) MANMEDDEPT, Chapter I, Secticn iI, Article l-1l, 
"Experimentation of Personnel" 


l. Forwarded, in accordance with reference (a), recocmending approval. 


2. The proposed study using human subjects will provide information 
noc otherwise obtainable to validate specificaticas for the coastruction 
of manned space capsules. Test personnel will be subjected to increas~ 
ingly high rates of negative G of very trief duration uncil discomfort 
levels are reached. The conditions of the experinent will be changed 
gradually, and test personnel will art all times be under che careful 
observation of trained Medical Department perscanel. No injury to 

test persounel is expected to occur. 


Pe ee ee 

C. B. GALLGIAY 

Assistant Chief for Research and 
Military Medical Specialties 
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tais stucy, it is requested that approval be expeditec, 


| a 4 nd A 
SD ate, 2 A os sma. 


Dy dtrsciion 


Sacl: (1) Seterninstion of the Effects of Insect, ecative .cesierction on 


Euzan Subjects \ 
NEE TE SS a ES ar ee ETS aemnatiaiemaal 
a fy *- * 7 _ 
0 \e mae’ oe Ces Sey «dSbee we ve 
ee? 


NaS. CSC), Houston, tex, 


inainsienteneeeetniaiaain TE ES SE Se 


———— SENDERS MAILING ADDRESS 


re - eee “ Address repiy as shown at leit: or reply 
aporess: ccrmandiag Ciiicer _ ‘hereon 66 resurn in window envelope 
wavel .it aterizl Cester ee S76. 5 ont de classiied es 

: 'Philecslohia 12, Sennsylvania [rex 


ad 2.22 M4 
-80Lassizsse - wuss 


‘ere, ers 4° ‘° PP Re. wb 


BEST COPY AVAILABLE™- 


er eer es *7S ST eb te ed a rtltend betien) 
ad tert ow ow +8 Case wets Cat = ~~ 


3?° _-= a + oe oe - -* = ee -_= 
ala C: eanee SW ST sam ‘. mart 


Sa:-: Tae | 


Sad Lis? pe SY —“} © ove 
=neissure 0 S.VlL SPISDiois® “SeLiizsmek 7307 (4550) dete2 27 2ug 1962 


3 ak IR Le 


—_— -——_ I_~merr- - - - a 
Seae seo é te o+wobnwe 


ey ho 


vopane velunteer sudjects dressed in coveralls snall ce excosed to cdrupt 
imssct secelerutions directed through the icnzg xis of their dodies, fren 
heac to Leet (negative acceleration). Zhe Air Crew Equisnent Ledcretory 
(C=) Horizontal iccelerator shoil se uscd to cosly controlled sccelereticn- 
cise patteras t co the sudject stoporting oe ge The letter cneli consist 
c> = sigic couch to which the sudject shell se attceted by = composite re- 
sircint harness with tie-downs peepee dy cai thigh, <rounc the pelvis, 
sround the chest end over tre sucuicers. “he back cf tre couch shall 5e 
<iuted to form an angle of 5 cezrees detween the seat beck end the horizontal 
sustcee of the acceierstor sied, so that the head sertion of the couch skall 
de raised with respect to the Sin sortion. The couch shail ce consusucted so 
That an osen angle cf i07 cegrces shill be mcintaines dSetween the susject's 
<higas and torso and céetveen his shigns and lower legs. . sufficient mumoer 
of acceleration cxpesures sosil oe mace “sing un entnropcmorsric Cummy to essure 
the adequacy of the stpport and restraint system dercre any humen exposures are 
unsertsken. 


seclerzticns shell be measured on the rigid structure of the couch sugpertang 
the sudjec:. Present data on the perfornznce of the sOZL Aorizonica! -.ccelerator 
indicates tne following relationships: 


jecelerstion Level (G) Yelocity C; ft ) Cnset 2ste (C/sec) 


2 7d 270 
3.5 10.0 66 
4 10.7 $c0 
5 12.8 1000 | 
é 13.4 1250 
7 14.5 15C0 | 
£ ~Sed ae 
9 tly PA 2000 
10 26.8 over 2000 
15 5.6 over 260C 
20 32.4 over 2000 


Tt snould be moted that the ebove dzta vere obtcined fron mexsurenents nade 
on she acceleratcr Sled; considercocle attcnustisn cf? the rete cf scceieration 
onset can be anticipated with regard to wet the sudiect n=y experience. 


Tm no case will any subject be exposed nore cften then coce i= 24 Hours to 
any scceleration level. it is plannsd to exsose ezen of five vubjecte in 
succession to the following G levels on the éztes indicated: 


G Level szz2 (1983) 
2 6 Septender 
3.5 7 Seovenser 
5.2 8 Se=.e=mce 2895 
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G5 ic Sspcezse> 
£.5 32 Séstsxde> 
19.0 14 Stpvextes 
12.5 17 Sesscxcter 
A500 19 Sepve=sé> 
15.0 21 Ssp:enser 
20.5 24 Eaotenter 
~s.6 27 Scptender 
20.0 2 Cetoser 


the C levels seiccted are arditrasy ana wail. 52 moditiec in = cordence Fo» Reka 
Sisdings, a8 required =-+ is slanned to srcpare < sumiary cl the dcts 


findinzs cy 5 $ Cetooer 1962. 


« veview cf the literature on imsact nzgesive ceceleration sifects on numans 
shoved cnly < limited count of dats to be -vailable. Frez these Satc, properly 
Seszrcined subjects ceve sean sheva to tclsvcte, without untowore eflects, 


*_ * & 


sceeleration patterns Raving the “sliowire .nsre serists tics: less tnzn 19G 
Level, less than 100 G/sec onset 2atc, and Less then 32 =t/see Velocity cacnse. 
soferezce is sade to wis fesce P:nsuct <=? - S0-1C-4 crtities “Fuysiclcz ef 
SLighs" of 1 vsnuary 1961 whi wai. ixtiectss = tolerance level Sor counverd ejec- 
sion cf 16 S et 200 G/sec, aitheuch <he ort ined source of this infsmmatica is 
mot given. <xpesure of chicgansees <5 insact Bee ececlersziens (dS0%z 
formar ond rearward fscinz) "indéects: survivel without iziuries to sctterns 
having 2 to 5 times the cezk G snd onsct rsces of hose *cleratec oy “URaLS. 
Chimpanzees tolerated impact nective <cceiurstion patterns cf 26 to 51 vesk CG, 
700 to i000 G/sec onset rates ond Curctions cf C.135 to 6.20 see. apriving the 
seme Ssctor of 2 to 3 to peck C and cnset r:te, it would appear thot the toler- 
ence limits for humans descrided <scve are ‘sléidated 37 CGascrcsie cnizal exe 
serinents. 0 systematic investigctions ave oven reporteé wisn ssepect to 
negetive inpact <cceleraticns eppiied to iiving organisers whica wouls indicate 
she coudined effect cf varicus comsincvior.s <2 cnsét oaxves, & lsveis ond velocity 
changes. 

Syposare of sudjects using the methcc .né equimment ceserides cocve chsil de 

Zone with the utmost care and caution. .m sitending flizht curgeon caall 
sersonully monitor ths ecréicicn of the sudjects throughout che evccy, ond shal 
determine when end if = given subject snhzli be exposed at any narticulser tine 

to impact accelerstion, The full dicgnestic and clinics. fccilizices of the 
Philadelchi2 Naval Zospitel are uvaiieble end shall de utilised <s ceemed necess~- 
ery. Sutficient information shail be odtci:ed pricr to “he study on the normal 
paysical candi tion of the sudjects (including i-reys of the spine cné skull, 
electroencennelogrons) so that changes ; whic. may occur can be devected dSefore 
<ney lead <0 sericus o> isreversioie cequelice. in no ses will < sudjeet be 
exposed to the test conditicns when ce is unwilling cr expresses c apprecicole 
Giscenfort. Continuous electrocardiozrans, sefore, durine and sfter each exp sure, 
shell Se obtained, and such other proceéures shail 3e Sclicued +o sein tnformaticn 
regorcing the subject's conéition ss sre considered essrorriacve ov the avtending 
Slight surgeon:. pprosch to more severe exposure conciticns :iit 96 mcde 
ccuticusly, with clecse medical monisoring onG repected essesenerts oF the safety 
urs weliieceing of the sudjects. frocedures outlined in .- S2lS.2 mine y «GARE SS 
phe stdical Department, 1962, shall de fully canpliied with. 
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MEMOSANDUM FOR : TEE RECORD 


SUSJ=CT : MKULTRA, Sudvroject is0 


1. The purscse of this subprcject is to provice for tie con- 


_* 


tisuaticn of lavestigational progrexs involving utilszation of 
buses volunteer subjects end the services eas 


2. This program is designed to exploit clinical, laboretory 

> . * * * *. . el ¥ 

and i=stituticral facilities es well es professiczual mmovledcse in 
/ 


proviciss answers *5 specizic questions and soluticzs to specific 


prodie=s cr direct interest to the Agency. This subsroject will 


: a4 - : ls 
permit che utilization of the professional services °° ae 


3. Maiatass an isvestigaticaa. cover acyivescy oor 
SAeeStcpeing and use is coséussisg Clisisca. *@V€ic8°~.65 
ass ceasadicicy srtacs cs isveress cO TSU. 

GC. CB requess, assist is [esi gecseg OX percsence 
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protoccis and conducting, under ccntrolled ccnrdcsticns, 

poasmacologicel and clinica; tests in human volunteers 

of specific chemicals, biochesicals, esd bioclogicall 

active zateriels of direct interest to the Agency. 

a. exfora professiorai services on request. 

&. The proposal indicates the nature of the investige*ticaal 
progzsa dveing used for cover purposes. In ecdition, prarnmacocliog- 
ical anc cliaical investigations of Ageacy interest sill be con- 
Guctec; these investigaticns will erccaress clinical testing and 
feasidility testing of drugs affecting human betevior. Other 


activities will include assesszent and feasibility studies on 


covert =arkizg systems. Seriological ard human blicod group 
~ a 


- 


icerntitication svsteas wiil be assessec tS cetermize their Zees- 
eoility. 


5. The funds for this project will be trensfesred direct 


ees be reimbursed for expenses and srotessiczaal 


6. The cost of this progres 2cr a seriod of one (1) vyes> 


4d 


begicnics 1 Avril 1963 will not exceed $20,5C0.CO. CSharses shculée 
be sece eseisst AlLLocaent No. 3125-155C-25Ce. 
7- Tee praincizal tavestigater wii. suseis gavcices and Se 
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required for the progzac. 
9. It has teen agreed <hat documentacicre and acccunting for 
travel expenses which are reiancursedle srall confora to accepted 
practices. 
10. It is agreed thax cechnical reperts reflecting the rro- 
gress of the activities will te sudcitted at sutually acceptable 
intervals. 
Cc 


Project will be unclassified. 
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P*remteronsent of A tecnnbe sneer (cremunbeotens foarmbaticnen meel ft nex 
INSTHEETEMINS FER COMPLETING LICENSE AGT Lie ATIONS 
ARMAS Perm 215 ( Apgdiention for Mypralart Matering tarwnmws. 2... -. 


ARMA! Form 3130 «Application for Meperehert Material License Sepiete- 


ment A—-Iicerman ter)... 2... eee. 5... , Se 
Acremers, MADR: COMMITTEE 
Tame 1. Acceptable Uadbeberteqee fac Maman (ee 


Section I. GENERAL 


1. Purpexe and scape. «. / "1 pear, These reg- 


Unite! States as are neceeary fo in. 


tlations 

{1) Prescribe geolictes seed prareedures for the 
leer sae mrelionedape licenae programm, 

(2) Estabiich the procedure for the report- 
ing of racdlieimedtopex in hnemn wee ac. 
tivities. 

(3) Furnish puisdoner to major eoeren com, 
manders wheee wedlien! treatment feectli- 
ties ontxile the United States are an- 
thewrized te operntc human ise mnetinine. 
tope prngrane withent the requirement 
for a license from the US. Atimeie 
Energy Comin nesien. 

bh, Seope, “These regulations - - 

(1) Agepely tee otf Newey medics) trentaent 
farilities leenied in a State or territory 
of the United States, the Dictriet of Co- 
lestendein, cor the C ranmenwenlth of Muerto 
Vives, 

(2) Apply te mm jer oversea commanders as 
feolbevws : 

tw) Applies to installations and activities 
asccigerves | Cee sre jeer everson erntnirimnelens 
hich are located in an aren whieh falls 
terveleor NEO jeortsabiet eon, 

(4) Rinjor ovemen commanders will nelept 
svch prertions of these regalations for 
iret abled towers ceed aetivitios centsicle the 
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of profesional 
matntennter of 


sum the continuity 
qralifientions — mil 
ceerevent clewtssesenel at ieote oof thee teense 
aml experience of the inclivecsinl eaclio- 
Integer user, (This oficial reconl of 
pore Femeenennnce) cquambifiernt tenes tretest lee ae 
coptatle to The Sturgeon Cieneral sanel 
the US. Atomic Knergy 
sive when an inelivicdeal ix reassigned 
tee thee Uletteed States cor Cheat geeenge rcs peter 
ent sree where mdiobegicn! bey preedieet 
materiaix are licensed ty the 1S. 
Ateanic Energy Comuiexien.) 

(3) Die meet ngopely tee thee tee ef eepripanenet 
genernting ionizing: melintion by ele. 
tren] neni for lingered ue cor Cera pret ie 
proceives, The provisions ef TH MET 
2 ( Pingnoatic VN Ney Protectian) ayydy 
Foor vase oof lingered ies No -erny eepenipenenetet . 

2 Definifion of terma, For the purpene of 
beers evegeta bond covrns, Deer Feo lerwetenge ele-fisnet pesnese poy ty 

a. Bypredart matesels, Mean any radiemetive 
material (excepd special nuclear material) veclied 
in or nome rneliemetive by expenneee fo the rosin. 
thorn iesetebeaet tee thee pervacesen cof porembeeevnnee cor ent itiz- 
ing special nacleor materinia, 

h. Specs! neclour material. 


poreeeny 273, ceecentevees crericheesd ine Che ie ete 20s, or 
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say other wenteront ow heek the TUS. Aten Energy 
A emmireion determine ta he special nneclear 
seaceferr em. 

0, Seabed wances Ney radieretive material that 
is tnelewel or te te he weed in. a container ina man. 
ner interme! te prevent lenkage of the rvdione- 
tive material or anew of tts daughter prerlucts. 

do Hemean ae, “The internal or esiernal achin- 
istration of culeeetive material (liprssluct ma- 
terial or otherwise) or the rudiation therefrom, to 
Feonsverns loeenengee. 

°. Lierwwe, A Teree resued by the TUS) Vemie 
Pet sey connection, 

%. Responsibilities, «. The Surgeon General. 
‘The Surgeon General is rexpensible for stall su- 
pervision of this programs and aclminint mitive ap 
preval of lieeoses pertaining to laman use of 
radwactive materi), Tle will eperitieally — 

(1) Dhsignate medien! treatment facilities 
nit breorszeed tes tse raelitseteqeee for homan 
wee ated pores cele clingenetic andor thera- 
prevtie racdionestope ser. ices, 

(2) Drovidle paddies guidance and aclvisory 


supyent te Army meiend treatment 
factlit rex. 

(2) Review all fieeime agiplicnt cons for beeen 
tee of radiotset apes, 


(1) Maintain a current list of appre edd inedi- 
viduals (sere) aml radionmteges for 
which the users are approved. 

(5) Plan for a long-range scientifically ori- 
ented aod infegraied program which in- 
eorpornion realistic requirements for 
Certnsinnge, eceneesed reget teonn, mane eepeneg onnenel . 

(6) Perform, at least on on nine! basa, a 
surver of all aspects of rrlivientope ac- 
tivities at lieenand medien! treatment 
faeilit ier, 

(7) Appoint a Radisiadope Commitior to 
ners (he poreggrmnem boy eenlunt ing the min- 
tes in the better reperts of mesdicn! trent - 
ment facilities using midioiedtepes, sul 
mitt! in secorinnee with prmgreph |, 
survey reperta and other availaide cain. 

b. Major orerseas commanders, Zi army com- 
mamders, Commanding Ceneral, Military istrict 
of Washington, NX. Army; Commanding (en- 
end, US. Army Materiel Command, and other 
acymrnte commanders haring primary reaponai- 
bility for rescarch and development projects, or 


Washington National Record Center 
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tech need apevaiions, These commanders will be 
respomsilele for ursurig that commanders of ofl 
installations amd activities ander their jure she. 
tiem - - 

(1) Ate penis! with the proper authorize. 
tien, including valid ABC license when 
ageelientle. porter tee geremering or wsingt 
radioactive material or srr of soning 
rrvelicet ten Foor Chee prarpese of rackiat tens es 
peeure of haman heigs (volunteers or 
otherwise), asemiate! with military penj- 
ects. 

(2) Are provided’ with adequate means and 
procsduns fer safe handling of ravclie 
artive materials, 

(3) Plawe aeqeired a written approval from 
the Seeretary of the Army (AK To 25, 
20 March 12). prior te the subsmneiscien 
of Views application for human use. 
when volunteers ane te be wed ac expert. 
tential research subjects. 

e. The commander of ruth medical jnstalleatons 
ar ireetiment facility. This commenter is respon. 
sible for all axpewis of the rediation program with- 
in his command, “Chis reepomsihility ineluckes, but. 
im reek Vitenitend fee, the Fecbbeswinner > 

(1) Desure that the medical treatment fact 
ity eoneerned has been assigned the mis 
siem by The Surgeon General to provide 
diagmedic and/or therapeutic rncdinies. 
Fesgeet MEY beens, 

(2) Insure that the medical treatment facil- 
ity asthe applicnnt for an AEC license, 
or asa license! medical (rentiment facility 
provicles adequate support for (he lumen 
wan aetivity to inelace —accemuneelnt wor 
for clinical care of patienta; availability 
of suitably trained and experienced per- 
semmel; availalality of pereper cepigecvent 
srvels an hiveed linge clevices, shields, menor 
ing andl monitoring itedraments: mnl 
Siamlaniize! operating procedures for 
the protection of henlth mud safety in all 
aspects of the medient treatment facility 
operation. 

(3) Appesint a milioidape committon which 
will be designated as user on the leer 
of the nevlical (reatment facility. 

(4) Temere that the indivichent users of racin- 
pedeqes within the facility andl each en- 
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_ thersedteqee teed WHE bee gepeteevesd conned 
cont rolled by the Raslieis tape (ont - 
tee as the Hews aser in accerdance with 
requirements os specified! in lieeosing 
princes ond regulate of the TLS. 
\iewnie Energy Commer ien ttithe Te, 
Conte of Feeleral Regulatiar: and Neo 1g 
“The Medien! Use af? Kadinivntepes - 
Kewessrsvovmnnel ed cevere reel Mewprrresetets boy 
the \tomnie Energy ( sonsiicion™). 

(2) Review radon otepe preecram ane subenit 
repeerts need clata in aewerdanee «ith para- 
graph 4. 

(G) Tsere that each weer'x 1 file reflects 
current qualifieations of the incdivicenl 
weer, aml that this information remains 
& periment portion ef thal file. 

(7) Performs within rensen or permits the 
ILS. Atomic Energy Crammiecion ta per- 
Feorves sone ly Feds coe irnepweet peones mse thee € “eense- 
mition deems approprinfe or necessary 
fer the aehoinitration of their regeula- 
eC 

A. Kadisivetape Committee, This committee 
will commit of the Chief of Medicine, the Chief of 
atheseger. the Chief of Radiology, the Chief of 
the Unelieisetepe (Tinie, nied a ravdintion pores 
tectien alficer or health physiend. A mews ing 
reenter cof supply need seevier ix mennebetery, 
CM beers eevee fee inertclerd at the diveretinn of the 
teerlicn! trentement Facility cemncneder, At neli- 
eal tremtenent facilities with limites! quntified per. 
mermnanel, thee erect tetas coy ae eemmnenentd bee will crete feos Co 
sd alten cvoneepareit toon (er the extend (hat persrsenel per. 
writ, Eleneboe heim etewenenenct erie, tone ieecdivieleem! enn 
the commilier may serve in a cual capacity. 
Thin commmition will have the following rexpewnsi- 
Voi lit tev : 

(1p Review anel grant permimcen for, or din 
appeal of, the ue within the medical 
Fret esornnt Carility of lev gervnliet somterial 
freon the stnclpeet of onelickeygien! 
Veer le be moved son fet y teed et her fartens entanls- 
Vincheerc] Fever renee ion! tunes eof f leenee ment erin ie. 

(2) Certify inedividnal mers for each type of 
prrveceelenre with: emecdy inelivielien! raelievise- 
tege niel ere thet a copy of such rer. 
fifiestion in place in the apyprerinto 
veers” 1 file, 
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Cha Pree onthe: -pertcel c cnnebet entes os hete ds trey be 
tees omnry tee snow teneber, Leust seco Vineeetered tes, 
geees beech eeu cennetenced totes, coebedidiooteel Cecven 
ine, chewieenation of raslintion area, hen. 
tives cof rrvelicsisedteqgee wee, waste clixperal 
eet beet, el predertive mensutes fer per 
Semmpevel dey eccane: eof pool rents. 

Kev tew reecnchs aned receive regents Cre 
the raclicsberren! predentin elfiert or ot ber 
ielivicltents resqomenitele feor beeceltle cand 
su fe pernet wen. 

(2) Rewernneteneteel 
invebieratiest. 

(6) Reege an editcial reer of its act toes. 

(7) Maintain current records of the (reine 
oof apyprervedd tse, pheacremeent rege Chee eqrente- 
tient ivmex tel lienitations of each, 

(4) Movteet nine chats feor the repent reeuirest bey 
prerngeragele |. 

4. Reparting requirements. 
reports will bee poreperest : 

@. Radiwviaetapes in Human Uae Aelicdtios, LON 
MED-197, Commanndere of each medical treat. 
ment facility loratedd in the United States ame tho 
Commonwealth of Puerta Liew having slingneed oe 
or therapeutic rulioned ope servien will pregare the 
reqesrt coveriogg the peri! of each calemlar 
querter, Regeet will be in narrative form aml 
wll bee clingeetechens! Ueremagh commen! channels te 


a 


eortertne setiees 1 hen 


The fellowing 


‘The Surgeon General, Departient of the Ariuy. 


ATTN: MEDIES 13, Washington, 120°, gectih, 
Hoy thee Eloi be weveh svege bony Feoblevw tenge Chee elemer eof thee 
Pepreert pecricnl msl veal! contain at benet the fellow 
ing rte feownnaant tere : 

CE) Ceogny oof the metisttes of eneh rneliermedige 
rememition meeting, inclucdinge a record of 
all actions tnkem by the committer. 
Spweinl care sled bee taken tee ie deels 
Fevrrenm tixceed sect tenes t hint --- 

(+) Certify enech inelivicleal for each new 
tater 006 reel bevtmend eopeer, 
(hy Ageperiet a enclintion pordtection eflieer. 

(2) Copy of the training and experionce reo. 
orl of each inelivichuad whe isan appreved 
wer of rulinedogan (.ARC' Bewrne S10, 
prcnger 3d cor mpoperntenteed oo roebicnd pene poreden. 
tiem edtiewr, After initind revel te pele 
teil teed, xeelmaepeent repert will iteelite any 
ease negerms tne eprene Di biecrnt teete~ cn bee creed Hbieont eons 
thertog the repent ported, 


File: (203-04 Scuntey -L, a - 2: tens 


427 


BEST COPY AVAILABLE 


AK 10.17 


(2p Netefieatren of all change< in methership 
of codionstege committer, Each new 
member of the radwnsdoge commenter 
will be checwmmentoed mx te speretie trmin- 
ing and experience. 

(4) (henntities of raciobadepes  prerured, 
wel (excheive ef volonteer EI? activi- 
ties), aned cliepenest of cloring the peril 
asl in Storage end of perieed. 

(5) List of procedores with chaage for each 
rochreersedteoger veaeed cleneing, the portend, that 
varies frea the demage range listed in 
tovbelee eof Che ogypemelix, 

(6) Tnfernetion on unaeleed problens, new 
er neprored developments, of conmnenis 
on the suppert rendered by The Serceon 
General. 

bh. Badinxntapes in Haman Ure - Volunteer BRD 
activities, HOS MED-198.  Vmlewluats of tho 
commander deipnatel aca heenwee fora research 
and devehqament project which utilizes any raclin- 
ieveqes in han cee olunteer activities lorater! 
in the Unite! States ond the Commonwealth of 

Puerto ice on completion of the project will pre- 

pere a final narrative report coment ing of — 

(1) The human ase component of the project 
fo inelade, bat mot be limited to, a de 
serio of the volunteers, 2s to comree, 
age, ss, ane number, 

© (8) Prwwehares wel, 

(3) Dkeages ta eelved, ane 

(t) Evaluation of the total integrated life. 
time chee reevived by each inlivicanl 
price fe and fallowing the experiment. 
Reqoort will be enbenitter! threnggh een, 
mand channels te The Sorgesn General, 
ATTN: MEUPS 10), Department of the 
Armer, Washington, PLC, S15, within 
1h enlemlar cinys after completion of the 


preyert. 
i. License applications, Applications for by- 
prvelert moterial license for human oe will be 
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sulenitie!? om VEC’ Bere S15 (Application fer 
eperedeet “Material Laermer, Supplement A 
Vivsevmss Use) tes serlliceeest mamler <0 that << 
copes Onl sees need dated) are rewened by Che 
Seargeen General. 

a. Clee Dl meestical eestallations and activities 
wall sebelah application direct te The Sur. 
goon General, ATTN: MEDS 10). 

6. Class | meshes! installations will subwnit ap- 
plications through command channeis te ‘The 
Sergeen fienern], ATTN: ARDS PO. 

¢, Commanders responsitbia for specific reerarch 
ml clevelopent pregects which reqnire beens 
imvedving the human we of racdienctive materials, 
that are disaseeriatedd fren medical treatment 
facilities, patient care, or ciaggnestie or (herapent ic 
corr, will submit lieemen apeplientions thresh 
coumanm! channels te “The Surgeon Ceneral, 
ATTN: MEDS PCR Nedewpumte  sconpepeerting 
thacment ation caveruyg the Crane and expe 
rience of personnel involved, SODSs, plans, and 
other pertinent dain ts emential fo process the 
applicntion, DNeret correspomlence with the 
Ateaie Energy Commrcien in liceuse applies. 
tiews in et antherivzed, ecerpt to reply te corre- 
gpetulonce initiated by ARO’: infernertion copies 
of all such cormepeandence will be forwarded by 
the comnunder comeetiet te Phe Sarees: General, 
ATTN: MEDES Pt) “The ase of imgereqer 
channels will meult in consileralde de'ny sinew 
ABC will return the application to the applicant 
pursnant te ayreement with The Sargeon General, 
Cieeeedanvee tee thee apepebiccnaet. tee ceemepebet ong lewtee 
Byrystiest iver ix poreewiebes tiny cert deve TT. 

& Procurement of Atomic Energy Commix- 
sion regulations and forms. Supplies of the 
Atoane Energy Commoreion regulations ane itank 
forms pertaining to the ume ami licensing of by. 
pralocis, specie! neclenr or serre material may 
be aldainesd ape request from the 1S. Atomic 
Keergy Commmimien, Division of Licerecing sel 
Regulation, Wastimgton, TC, S88, 


Tae: Dera 
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Section 11. INSTRUCTIONS FOR COMPLETING LICENSE APILICATIONS 
(ltesn numbers keyed te fernat beck wonders of ARC Forme 314 and 31a) 


7. Ferm ARC 313 (Application for Byproduct 
Material License). 

a. Itemitlay Name and Street Address af Ap- 
plicant, Enter name and addrem of facility. 

he. dhom 1h) - Street Address(es) at Which lg- 
product Muteriala Will fe Uerd. Seif-explann- 


tory. 

e Theem 2 Deputreent Ta Uo Repredat Ma- 
terial, Lat all departments where eteprs nny 
be umesl. 

fo them 2 DPrerians Liccwr Namber (2), Sell- 
explanatory. 


¢. dtem 4 Individual Useri2). Vater sdate- 
ween, “Users will be approved ley the Harlicine- 
tegee € cmneetion.” 

f. ftem$. Radiation [rutertina Officer, Eater 
sintement, “This officer will he apypeintest by the 
Kasliomo deg Conmmitior.” “This officer will be the 
Fem t cptartetioel colin telam! avaskatele mel beim chation 
nie tole <pevatliontiy amazed, Salsexpuent changes 
in perenne mest ie reported te The Sargnen 
lienera! in acrenianee with provisions of pars. 
geregely 8, gris eng: qualifientions of the replacement. 

a. ttem Gla) Rypeatert Mairrial. Vuter 
sates “Sew inehemre ....... "bast of aewepd 
alrle rmelicsimedteges for heman ame, ae table J. 

h. fem G(h)- Chemical and/or Physion! Form 
and Maximum Number of Millicuries of Each 
Chemicel anmdlar Physical Farm that Vou will 
Paneeen at Any One Time, Venter any item whieh 
Vers Femwte emtonteles heel ben neleepate revised remmeeeh 
moved creme Lew meepepslieel boy men mpsgereevent inecdion | clruge 
cvrpeorntvom.  Kach ineteqae whenslel bee inehucded in 
need mek carer that quantity liste! in table 1 an- 
Fores porevicoesty licen or justified through cur- 
rraqenulenen with The Surgeon Generel, ATTN : 
MEDS 10). 

4. them > Describe Parpae for Which Ry prod- 
wet Mate ciate will be Tacd, Pater statement “See 
vappslereent A (Form ABC 2198." 

je Mem & Type of Tevining aed Mem 9. -Ke- 
po concer With Hadiotion. Initially the training 
160 Chee weemtcbieex eel then Hind intent opie Commit foe will 
te serhemetiow,  Selewepueot changes ie peteronel 
sf rade commmitton will ned reeire an anennel- 
terest tee Viewer feet eed be pepertesd to The Sur- 


Tan weTa 


gee Cleneral giving qualiient rms ef the replee- 
went, See persgraph 4. 

&. diem Radiation Detection Fast ram, ote, 
Let avmtlntcle iat ramerntal om,  Sepbistscated im- 
Srumewts of 2 medien) diagnesdic trpe moet be 
arsilahle, Servey imstromenta of a lew bevel 
capalality nem ake be preant for coombertog 
seurvers of the cline for contamination, “Thee 
serves tedrumentx meet le celilerntiod at bend 
every S tesths and afier cach matntenanen pote 
eelare oe battery change. ‘The cnisbrat wan sbeontel 
inelade a check of at leet 2 pereta on cach sale. 
Pee ef cheek snces inehucles! with jd ern 
thax ted comd tute a calibration. [liggh rxmee in- 
st runeeeeet ss med be availalede for hoch lewel gan 
emittors such as Cok! 198 nel Tenline 11 (1M 
NM, net acceptable). 

8. dem 11 -~Methed, Frequency, and Steowdard « 
Flared im Calihrating Inatrwments Listed Ahare, 
Hom (2~-F ln Hadges, Desimetors, amd Hin Vemeg 
Praredarce teed, awl Mem 14- Poet tan and 
gat pment, Seifexplanatory. 

wm. tlem 1) Headiation Mratertom Poagren. 
AN chetathe! standard epernting procedere will 
seve sonnet Femel cbemecrreloennge tneet bem bs of cornet reel, Creme t renee, 
mowed meroberehip of the Kadhwrred coger Ceammerttor, 
feperat ten of mcliomesdt cope preecuremernel tee miel oles. 
peel, protection pragram snl contre, lel. 
vteberal remesonee will tet bee creed on thee ches beg eneetel 
tof Chote SODE beet cempeoneeibei lit tes paved bee awmegeneen 
by military or civilian pewitien.  Csenidernbde 
freee aimed corre<pemlener hee been ceccmsmad in 
thee pameat rrewtewen eof Viewer myopelecmt seston elise tee bie k 
ee em 
Following arens: 

(8) Wipe testing, Thin ia requinesd om all 
wen len| emerees every 6 mecmethen A perenne 
costed bee chewsigermtied ley ponit bom whore we i! 
be resqemnitle for the perlormenre of 
the wipe test, Tle met hewe acheter 
Centrino) keen belge tee heen been tes 
perform weeh a ted efely,  Mreerhwns 
Foor part Fesrvenenge the test rent bee geri ees menel 
wm tent rreetet woth the capenberlity eof che. 
fect ing 0.188 mncrerurios of acti ily meet 
bee avnilatele Foor coment ong, Ml reset eee 
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leta apythientare are comnuleres! ae seabeel 
omnee 
(2) Leet and orronde. 

ta) ARS’ Ferm 3 (Nedeee te Menphevee— 
Samlard for Mroteetion \gaimd Racli- 
at vents) teetesd Lee proeten! in a crsrenpeerenenes 
beorvl eens, 

the ARC Ferm 4 (Obecupetienal Evternal 
Redintion Expemure DHibtery) onl 
Form 5 ((errent (heupationml Px- 
ternal Radietioe Exypemere) eed he 
marion “Thie reeeel shenchd alee 
be entered on 1H) Fore 1111 ( Keeeersl 
ef Kapercere tee lemining Koeliateon) om 
aevendanee with LE i IS: 

(+) The licen and the facility SOT need 
be pemtend cor rencdely memilntele. 

(4) Tevewters svat be semsetarneed of each 
relienedege = oreeeived, wewl, = bend 
throngh dear, er dixqeand of, Ter 
lie mventery belance will be deter. 
monet al frequent enterents, beqeneling 
npn the meungestucde of the half-life of 
the ietenpe jee ome, sneecte ox orneset bly Foor 
jeweler 1, TPA Form 8 Sie (Nareetic 
sel Consteetien! Direg Heewrd) were he 
aelagtod Foor thea perpen, 

fo) Wipe tests peeerte will he kept on 
cumevutive entry by aml the reenernlsie 
activity meet he preeeried in micre- 
ruries. 

Cf) Vent rement begre reed bee rented mined in 
cheating cablivention ane mmintemaiece 

tg) Revults of eurvers meet be nenint aint. 

(2) Abegns Lahede, amd berricrs Vsedeqeen nent 
hin tebeled with the ondintion sticker of 
Teller seed memgernetin, mevel thee pew cape menel 
activity as ef a cortain cate perce or whit 
med be ceceiesd cn: the Inlet. “The ster- 
nee aren <lwonbel be nent meni wegregeted by 
type. Clee emitting hetepes mind be 
wr stored thot the radiation level at the 
pigs of the ernge ares cece net exces! 
Zoer/he, A large sign “Cautions -Mocdiee- 
active Material” mune be peeteel at the 
storage area (Tile 10, (vale of Pectoral 
Vegewhat ioe (peart 2). nivel A SMS ony. 

(41) Merking controfied ares when Gamma 
emitters are ward far therapy, Awe ae- 
tirity in excesn of 2 ine /ler in a peered inily 
corrmpe) mre oe commcleres! te bee a cone. 
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trode! area send will be eevekeesd wrtes &).- 
pPrqreate sens on symleds ¢ (5) abewe). 
The recdiation at the shin surface of the 
petecnd sell bee neared ated receelesd we 
thet nerseng sel ather agpreqeriate peer: 
wel con be prqerly ashy eed eegea redo 
ford often thee settee on lene ax ces- 
at teens athe thee peateesed Newer es ceed ont bees 
emer for thes type of pevttendt sbecelt be 
tie eormeeesl oof thee ben zanebe oof racbecd toons need 
tesevereteserel bey febee beaelees cor chemenerticrs 
Visitors sheetthl be warned of the racic 
aetive wentertad ntl shenskel bee cet rectesd 
too am ween berber 2 mer ber bsnl shetedeboneze 
were be cepeerel Tf the chee cates oe 
Femmes el pecvtet tee thee pont seeed mae enpenal fee. 
or whene wer bor, thane remsesec shecetuhel teed 
bee corcvnqeesd boy pert rents 
m. tiem 1 Wests Piped, Wodtes may le 
Hrcgemarel cof boy leeskeboree ancl pare merts nner comany be te 
thee, then diqenal of the ne heeger aeteee cen 
torent. Laaegunted wontons teuny bee cliqremered oof theresnegrhs 
the semitary sewer paves iting the erepeirerncst. of 
the (vale of Bevber al Uequbetwarn, tithe fe, proort *, 
are wert, Seded racderetive wastes commed bee beer eel 
oe teerned «thet <pewial pernieciens EP teqer al 
shewehd be in aerordanee with AN Tht ae “Tithe 
1, port 2, Cele of Fedlersi Regulations states 
thet ABS apqeena! mend be granted before fix. 
pervert of raclieeetive mmterial by inctuerstion Te 
merwre appre al, the apyslicaed tend poreeriele thee 
Fe ebbeswe tangy ten Foor nent eon: 

C1) The type. quenntity, sel cleertent ferns 
of ba prestact neaterial te le mecimeratest 

(2) The methee! of meneirement of, or efi 
mation of, the concenteation of malice. 
tive material in the efilwent af the postet 
0 benwes the tack, 

(3) Methvels of contre te ire thal per 
Firtbstes onl comerntnetions of rreliene- 
tive materiale ore net releweel whieh 
comnlel reali in rxpesmres of jeeliy wleal« 
im excess of the bevels eet forth on Ve: 
“Mianwdank fer Dredetien Neate No 
diation.” Mart a. 

(4) The beight of the ineinerater stack, es 
pretest stiteetvon factor (if mereseery ) sel 
thee Vorvgeher oof mened cleat aneee tee Leevebebenege~ ons 
the merremeneling aren. 

(6) Thee preeeecdaren whieh will be fedbew eed te 
Prevent evereepeemdnn of permed cleer 
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emg all yeh e< ool thar eeperecal seen, puri 
tarty thee sees rveet eeones grewens tee flee perrmcnes 
Senaeet lever tive svsevebsurst siches seve the weir 
165 The werthend fer ciepeming of crmsiaw- 
votest anh. An exneepde of an apprenet 
et eats os ee Feber < 
Prem ple > The sutripatet actinity te be 
wd st sev one time fer secteleloan 
steedee~ well ped exceesd [80 teecrernres of 
Carte 01. Waste inhevewt in orh oc. 
fort eenemced ol poeverwedecn es wold eevebaeele Foor thee 
teed port alewerlent pexper roel te om 
tain seeidental spill: seed thet paper 
werd for wiping pipette tape, ofr. Al 
tre Inleerntore anime! eorex will le 
ieee bedest on thes tupee of madiemetive waste 
peartecbarty cheormbde fos pcemernto. 
Cveedartiown will take polece in a chews! 
bereek (epee furneece at the wage plant ws- 
img Seth torthane freee sewage gex send 
wateral gee “The temperature renges 
Fremes T2017 tee Fite” Famed will romain 
comstard for a perieel of nearly 2) here 
te meere eanplete comlandion. The 
raclienective waste will be mixes! with ledh 
siey anel wet reaernclimetive waste im anf. 
firwent velwene as that comeett rations of 
eents will net exceed the aman! a 
specified in the Katienal Terran of 
Starwiarvin Unacdbewdk So oe part 2, ap- 
poredix Ih, table 11, Conkle of Federal teg- 
vistors Tlowever, the anticipate! ac- 
tivity feo le inemerstond eheukl wed exceed 
8 tedal oof Slee 10 miereewrios per werk ex. 
cept for an coonetmnl cmmell anime! car. 
cue, Diepereling on the activity of the 
wee, incinersion: = oeill eerur cere 
weekly. 
0. Hem 16—Mertifiesic, The liernse & always 
fer the feevbity. therefore mil evopome will be ney nes 
either hy the cmmmandont of executive officer. 
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& Ferm AKC 3i°a (\ppiication fer Uy pred- 
act Material Licenxe—NSapplement A—ilaman 
tine). @. ffem Ia)- Veng Phgercns Name 
seek dive thi Neer ceed Nebedavax ef Appt «nf 
Paster the facshity. mame, aed achberw< 
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OFFICE MEMORANDUM 
Distribution September 3, 1963 


T. L. Shipman, M.D., Health Division Leader 


ADMINISTRATION OF TRACER DOSES TO HUMANS FOR EXPERIMENTAL 
PURPOSES 


In @ memo dated July 12, 1956, I established the ground 
rules which would, of necessity, be followed in all 
experimental procedures involving the administration of 
tracer doses cf radioactive isotopes to human volunteers. 
ZI would here like to restate these rules: 


1. Each experiment which requires the administration 
eof tracer doses to human volunteers must have the written 
approval cf the Sealth Division Leader or his Alternate. 


2. The request for such approval must contain a state- 
ment as to the maximum dose to be administered, together 
with a@ statement as to the maximum permissible dose for such 
material. 


3. All subjects will be bona fide volunteers who are 
fully informed as to the procedure to be carried out. 


4. The administration of any such doses shall be 
carried cut only under the immediate and direct supervision 
of a physician licensed to practice medicine in the State 
of New Mexico. 


The only thing which has changed since this SCP was prepared 
ia the fact that for the first time since 1947 Group H-4 will 
net have a licensed physician on its staff. Por this reason 
it will be necessary if any such work is to be done to 
request the collaboration of the physicians on the staff in 
Group H-2. It is particularly important that section 4 above 
be followed to the letter in the event of any subcutaneous or 
intravenous administration of all materials. 


Generally speaking, Wright Langham has blanket authority to 
approve or disapprove such procedures, although all proposals 
in ary way out of the ordinary have been discussed with me. 


om hee, 4.2 S (4 2. Prectociheeneant He 
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: Sistributien -2- September 3, 1963 


Section 2 above, however, must be carried out with each 
proposal for experiments involving humans with the required 
statement kept on file in the H-4 Group Office. 


?. Le. SHIPMAN , H.D. 
Health Division Leader 


TLS/de 


Distribution: Wright H. Langham, H-4 
Group H-4 Section Leaders 
Harry ©. Whipple, M.D., H-2 
Paul L. Fiynn, M.D., B-2 
Duane Drake, M.D., H<2 
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DEPARTMENT OF THE NAVY BUMED 6710.49 
Bureau of Medicine and Surgery BUMED: 3113:apl 
Washington, D.C. 20390 5 February 196) 


BUMED INSTRUCTION 6710.49 


From: Chief, Bureau of Medicine and Surgery 
Te: Naval Hospitals 


Subj: Inpvestigational drugs; guidelines for handling 
Ref: (a) MANMED arts. 1-11 and 1-12 


1. Purpose. To provide guidelines for the safe handling of in- 
vestigational drugs, and to minimize the chance for misadventure 
in their use. 


2. Definition. Investigational drugs are those new drugs, in- 
cluding vaccines and biologicals, nor released for general use and 
met cleared for sale in interstate commerce by the Federal Food 
and Drug Administration. 


3. Statement of Principles. Following is a resume of a Statezent 
of Principles Involved in the Handling of Investigational Drugs. 
The Statement was approved by the American Hospital Association, 


the American Society of Hospital Pharmacists, and the American 
Nurses Association. 


a. Since hospitals are the primary centers for clinical inves- 
tigation of new drugs, the hospitals and the medical staffs have 


an obligation to their patients to see that proper usage procedures 
are established. 


b. Investigational drugs should be used only under the direct 
supervision of the principle staff investigator, who should assume 
the burden of securing the necessary consent and assuring that such 
investigations are performed in strict compliance with Part 130.3 of 4 
the New Drug Regulation under the Federal Food Drug and Cosmetic Act. 7 
Consent of the patient will be required also to release the name or 
other privileged information to any other agency or to any sponser <5 
anc use of case numbers or other coding is preferable. Chapter 23, / 
MD is applicable. (In all cases, BUMED approval for the use of 
investigational drugs must be obtained as provided by reference (a). 
In urgent cases, BUMED authorization may be obtained by telephone 
or wire, ATTN: Director, Professional Division, Area Code 202, 
Oxford 6-1280, during normal working hours or BUMED Dury Officer, 
Area Code 202, Oxford 6-2063, outside normal working hours. 
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BUMEDINST 6710.9 
5 Fetruary 196 


¢. The hospital should do all in its power to foster resea. 
consistent with adequate safeguard for the patient. 


¢@. Nurses who administer investigations: drugs should be pro- 
vided with such basic informacion as dosage forss, strengths availat 
actions and uses, side effects, and yuyu of toxicity. 

e. The hospital should establish a eanenet location to main- 
tain and make available essential information on the drugs. 


£. The pharmacy service should store the drugs and provide 
for their proper labeling and dispensing in accord with the 
investigator’ s weteren orders. 
a, Guideline eaten, The fubhevene procedures should be 
adopted for the control and use of investigational drugs, with 
any wodificarions Seeeeneny to meet the individual needs of the 
hospital: ) 


a. Requests - use of the pease shall be approved by a pharmac | 
and therapeutics committee or a clinical research committee prior 
to submission to BUMED for final approval. 


b. The drugs shall be shipped directly from the manufactu 
in the name of the investigator, to the pharmacy, to assure sa 
keeping under proper storage and for record procedures. 


¢. Upon receipt, the pharmacy staff, with the assistance of~ 
the investigator, shall prepare a NAVMED 1448, Investigational 
Drug Data Record. 


d. The pharmacy shall an to each container a distinctive 
label (color or shape) containing the statement "Investigational 
Drug - Not for General Use” and the name of the drug (or if a code 
mumber is used, then the pharmacological classification; for exampl: 
“Analgesic Drug" or “Ancihistaminic Drug”). 


e. The pharmacy shall allocate a separate locked area for the 
exclusive storage of the drugs. 


£. The principal investigator, or any authorized doctor desig- 
nated by him, shall request the arug from the pharmacy by means cof 
s prescription form. 


g. The prescriptions shall be kepct in a separate file, numbere 
consecutively, and the number prefixed by "ID". 
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BUMEDINST 6710.9 
5 February 196L 


h. A Separate NAVMED 1449, Investigational Drug Inventory and 
Prescription Record, shall be maintained in the pharmacy for each 
drug. This provides a perpetual pharmacy inventory and serves as 
‘a ready reference of all patients receiving the drug. 


i. When the drug is delivered to the ward, a completed copy 
ef the NAVMED 1448, Investigational Drug Data Record, and a NAVMED) 
1398, Narcotic and Controlled Drug Data Record, shall be delivered 
to the ward nurse and a receipt shall be obtained. This will assure 
strict accountability and a perpetual inventory for ali drugs on 
the wards. Nursing personnel shall be responsible for returning 
unused drugs and the completed NAVMED 1398 to the pharmacy and for 
initiating requests for additional supplies cf the drug from the 
pharmacy. 


j. The pharmacy shall dispose of (by return to the manufacturer 
or by destruction, as most feasible) all drugs no longer in use 
or for which future use is not anticipated. 


k. If “double blind” studies are utilized, the place for the 
code shall be in the pharmacy. 


5. Availability of Forms. An initial supply of NAVMED forms 1448 
and 1449 will be provided uncer separate cover. Additional copies, 
when required, may be obtain:d from BUMED (Code 3113). | 


6? 7. 


E. C. KEM 


Copy to: 

CINCLANTFLT 

CINCPACFLT 

DMOS&RCMOS 

FPSO | 

NA TNAVMEDCEN Additional copies of this Directive 
NAVAVNMEDCEN may be obtained from: 

NAVMEDADMINU Supply Dept., NAVSTA (WASH. NAVYD ANNEX, 
MDS&RCS Code 514.25) 

SEAF RONS Washington, BD. C. 20390 
NAVMEDRSCHINST 


NAVMEDRSCHU 1,2,3,4 
NAVMEDFLDRSCHLAB CAMLEJ 
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Officer im Gaewges, U. S. Baval Biclogical Leboratery, Navel Supply 
Centar, Oakland, Califecuta, 94414 


Subj: BRED DESTRECTICN 6710.49, “Imvestigstional drugs; guidelines for 


Buel: (1) Subj Mn Test. 


iL. Addressess of this letter ave advised thet the subject Instructian, 
ferwarded as encloware (1) berets, is te be placed in affect is ths above 
Labcractocics. 


2. Adéressses vere omitted frem distribution of the subject Instruction, 
bot will be included im any Suture revisions. 


Blind Copy to: 
Code 456, BUMED 


1-96-67 ‘anrronry) 
Code 45¢ action: 
Fiaces is case file with ¢71C.49 so that it will be Slaczed for next revisioz. 


Cory sem. to Code 3123 for information. co .~ . 
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Aauy ExociatTion 


No. 40-7 


"AR 40-7 


HEADQUARTERS 
DEPARTMENT OF THE ARMY 
Waseiscron, DC., 13 November 1964 


MEDICAL SERVICE 
CLINICAL USE OF INVESTIGATIONAL DRUGS 


Pareeipt 
Purpese O06 G8OG8. cc ccc ccccccccccwcocccccccccccncccccocccocccocceccesoece 1 
eR ccacccccenceecococensseessssvesecsococesssaceococccoccoscoesnseses 2 
Se 3 
INE EE ee 4 
III... een eensoausensocnnnoneoseonseneseeseee $ 
ee 6 
Special conditions appucabie to ciinical investigations of new Crugs..............-- 7 
NEN NY ae 8 
Sees GUROIIIIIIR. cocceneseocossonsseserscesococcecececcoscosoesoseseeess ¥ 
Custody and dispensing of investigational drugs... ...... eee nnn nen e ne 10 
SIE GRRTEicocacccccccocesecscoosnsenscosossoceccesncoccoesseeesensesesee 11 
BIE BEBc cococccccccceneasescnsesesoceccocecoocococecceeesooesceoososss u 


lL. Purpose and scope. This ndeie pre- 
scribes the policies and procedures applicable to 
all clinical use of investigationa] drugs under the 
auspices of the Department of the Army. 

2 Definitions. For the purpose of this regula - 
tion, the following definitions apply: 

@. Drug. Any substance intended fur use ia the 


Giagnoais, cure, mitigation, treatment, or preven- 


tion of disease in man; and any substance (other 
than food) intended to affect the structure or any 
function of the human body. 

6. Investigational drug. A new drug, not yet 
approved by the Commissioner of Food and Drugs, 
Department of Health, Education, and Welfare 
(hereina!ter referred to as FDA) for general use by 
the public as a safe end efficacious drug, and that is 
proposed for clinical study under Department of 

I neestagater 2 Siatameni 
L Background data. 


A. Name of investiqicr. 
B. Date of request. 


the Army auspices after adequate preclinical 
information bas been obtained. 

e. Clinical use. The administration of a drug 
to man. 

3. Procedure to be followed. a. Approrel. 
The clinical use of an investicational drug may be 
authorized only upon written approrai of The 
Surgeon General (see also par. 75). Each investi- 
gator who requests authority to conduct or is 
officially requested to conduct either the clinical 
pharmacology or clinical trials of an investigational 
drug -will submit a signed completed application 
and three copies, indorsed by the hospital or other 
medical facility commander, to The Surgeon Gen- 
eral, ATTN: Chairman, Army Iuvestigalivual 
Drug Review Board (AIDRB), Department of the 
Army, Washington, D.C., 20315, using the follow- 
ing format: 


C. Name or otber clear identification vf drug. 
D. Name of manulacturer or other source of drag. 
KB Qualifestiogs of investigator ia detail ar by reference to details already 


eon ducted. 


oe file im Ary records. 
FP. Name aad addres of facility or facilities where investigations will be 


G. AD known relevact information about past usc or pertinent referrnce 
thereto svuilable to both the investigetor and the drug supplier, io- 
etuding al) preclinical dats, and al) other icformation justifying the 
@tinieal investigation (i+. the cafety and rationale of the peopemd 


stady). 


' “This regulation supersedes paragraph 735, AR 46-2, 4 Nevember 1964. 
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LI. Plas and Conduct of Proposed Clinical lovestigacias. 
A. Specific purpose and military need for or urgency of proposed clinical 


in Pes. gece. 


B. Apprommate oumber of subjects, their age. sez, condition, and other 
pertupent information relevant to the conditions of the investigation. 
C. Nusber of subjects to be employed as coutrwis (if any) and some in- 

formawes es in B above for such costrois. 

D. An outline of the phases of the investigatiou already plasoed either ia 
detail or by reference w details already on Sie in Army records. This 
outlisne may include reasonabic alternates asc vanations, and will be 
supplemented or amended when any signiScas: chaoge in direction ar 
scope of the investigation is undertaken. z 

E. Desermption or copies of forms used-to record data. 


b. Reriew and evaluation. The AIDRB will 
review and evaluate all propesds received, enter 
into any indicated correspondence witb the inves- 
ligatur. and, to the extent that the proposal is 
rejected in whoie or in part, wil! transmit same to 
the investigator. To the extent that the AIDRB 
approves s proposal, it will transmit its recom- 
mendation to The Surgeon General, who will then 
confirm or disaffirm in whole or in part the Board’s 
approva of the proposal in question. 


Sale us intents aon Gade & bb 
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tion separate from the patient’s clinical record. 
This record of cuniceal investigation will include, 
minimally, a list of patients receiving the investi- 
gations! drug; the name, lot number, date and 
quantity of investigational drug prescribed; case 
histories; the details of clinica) observations, tests, 
and laboratory procedures carried out on each 
subject before, during, and after administration of 
the drug in question. 

b. By custowien. A complete record af each 
investigational drug will be maintained by 
official designated by the commanding officer 
the medical unit or installation, normally 


i 
hs 
(fi 
eet 


vestigator hi 
desicnater] bey hina for the purpose, when the 


i 
b. 
LE 
i | 
if 


(2) oda eee ena a Gu, 

(3) Amount and date received. 

(4) Expiration date, if any. 

(5) Lot or control number. 

(6) Date of authority to usa. 

(7) Names of individuals authorized to pre- 
scribe the drug. 

(8) Name of prescribing physician or dentist. 

(9) Date on which use of the drog is termi- 
nated, if applicable. 

(10) Date an which use of the drug is ap- 
proved for general use as a safe and 
efficacious drug, if during course of 
investigation. 

¢e. Retention period. All records required by this 

paragraph will be kept 3 years afler completion 
of the project and then retired permanently. 
See AR 345-210, File No. 903-38. 
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& Reporting requirements. Progress reports 
will be submitted to The Surgeon General, 
ATTN: Chairman. AIDRB, by the responsible 
imvestigator at least once annually. A Szal 
report will also be submitied by the investigator 
to the Army Investizational Drug Review Board 
promptly on termination of the investigation. In 
addition, unusual or important observations will 
be reported promotir to such Board. particularly 
if they involve any adverse effect that may be 
regarded as caused br the new drug; if the adverse 
effect is alarming. it will be reported to such 
Board immediately. 

7. Special conditions applicable to clinical in- 
vestigations of new drugs. a. The investigator 
Will make certain that the investigational drug is 
administered to subjects only under his personal 
supervision or under the supervision of other 
qualified personnel to whom he bas delegated this 
authority. 

_&. The investigator will make certain that all 
subjects participating in the investigation or their 
representatives are fully informed and understand 
that the new drug is being used for investigational 
purposes. He will obtain the written consent of 
the subjects, or their representatives, except where 
this is not feasible, or, in the investigator's profes- 
sional judgment, is contrary to the best interests 
of the subjects. When the purpose of sdminister- 
ing an investigational drug is not to benefit the 
individual to whom it is administered, final ap- 
proval for the use of volunteer subjects will be 
obtained as provided in paragraph 6, AR 70-25. 
Benefit to the individual is defined as the admin- 
istration of a drug to an individual expected to 
result in the diagnosis, mitication, treatment, cure, 
_ @F prevention of disense or injury of the same 
individual. 

& Information to be furnished FDA. The 
Surgeon Gencral will furnish information enpies 
of the following to authorized representalites of 
FDA, provided personnel security dearencs, if 
needed, are obtained: 

@. Alarming and other adverse reports to The 
Surgeon General on the effects of an investiga- 
tional drug when received. 

b. Any existing Department of the Army report 
concerning a5 investigational drug specifically re- 
quested br an authorized representative of FDA. 

¢. In the case of unclassified clinical studies of 


investigational drugs, The Surgeon General will 


@AGO erTa 
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tranamit copies of the “Inves:icator’s Statement,” 
signed copies of the AIDRB's and The Surgeon 
General's evaluation and approvals to the Com- 
missioner of Food and Drugs, Department of 
Health, Education, and Welfare, Washington, 
D.C., 20203. In the case of classified clinical 
investigations of new drucs. and in the case where 
the investigational drug to be studied is beinz 
sponsored by the pharmaceutical industry, such 
materials need not be trans-nitted to FDA. subject 
to the provisions of a and 4 abore, but Form 
FD 1571 (see 28 Federal Resister 179), FDA's 
usual claim for exemption. will be forwarded to 
The Surgeon General for transmittal to FDA after 
approval by The Surgeon General. 

d. Nothing herein should be construed as pre- 
cluding The Surgeon General or his delegate from 
transmitting any Department of the Army infor- 
mation pertaining to investigational drugs which, 
in their discretion, appears should be of interest 
to FDA. 

$. Medical emergencies. In crucin! situations 
The Surgeon General, ATTN: MEDPS-CM, may 
epprove sbort term use of an investigational druz 
being sponsored by 2 pharmaceutical firm on an 
individual patient,~ without submission of the 
Investigator’s Statement prescribed in paragraph 
3, upon a hospital commander’s request for same. 
Such request will include the following information 
minimally: patient’s name, diacnosis, name and 
quantity of the drug proposed for use, medical 
officer responsible for the patient, and nature of 
the medical emergency. In cases where The Sur- 
geon General approves emergency use of an inves- 
tigational drug being sponsored by a pharmaceu- 
tical firm, the responsible investigator will furn sh 
both a completed FD 1573 (Statement of Inves- 
tigator (see 28 Federal Recistcr 179)) to the spon- 
soring pharmaceutical firm and a signed copy of 
said Form FD 1573 to The Surgeon Gencral as 
expeditiously as circumstances permit. 

16. Custody and dispensing of investigaiional © 
drugs. Investigational drugs in the custody of 
the Department of the Army will be stored and © 
dispensed in accordance with the applicable pro- 
visions of AR 40-2, subject to the prorisions of 
paragraph 5 above. 

11. Army contracts. AJ contracts under which 
investigational drugs are to be clinically investi- 
gested will contain the following clause: 
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CLINICAL STUDY OF INVESTIGATIONAL DEUGS 


a. The Contractor agrees tis: before undertaking to conduct either the clinical pharm 
eslogy or clinica! trials of an uvertigational drug under « Department of the Army e- 
tract, it wil] submit fer the wren approval of The Surgeose General, Department of the 
Artery, a signed completed apriration anc three copies to The Surccos General, ATTN: 
Chairman, Army levestigations: Drug Rewew Board, Department of the Army, Wasb- 
ington. D.C. 20315. uring the ‘oDow ing format: 


A samme or other clear idsatiSention of doug. 


. Name anc sduress of ‘eeility or facilitics where investigauons wil] be 

eon ducte<. 

. All knows reiewant information about past use or pertinent references 

thereto available to both the investigator and the drug supplier, &- 
eluding 2L preclinica’ data, and all oiher informations justifyimg the 
clinical investigation (ic., the salcty and rationale of the proposed: 
study). 
II. Plan and Concset of Propoeed Clinical Lovestigation. 

A. Specific peopose and military need for or urgency of proposed clinical 

investigatir: . 
. Approximate number of subjecty, their age, scx, eondition and otber 
pertinent icJormation relevast to the conditions of the investigation. 
. Number of subjects to be employed as controls (if anr) and come &> 
formation as in B above for such controls. 
, An exiles of the phase of the lavestignticn cieady slenaeé dither te 
detail or by reference to details already on file in Army records. This 
@utline may inciude reasnnabie alternates apd veriations. and will be 
Supplemented or amended when any mignifcant change in direction of 
seope of the inwesticatinn it undertaken. 
E Deseriptics or copies of forms used to record data. 

b. The Cantracter agrees thst each of its investigators who conduct cither the clinical. 
pharmacology or clinical trials of an invesugational drug wil] maintain « record of ciimieal 
investigation erparate from the patient's ciimeal record. This reeerd of cineca! investigation 
wil include, minimaDy, « list of pationw receiving the investigational drug; the name, lot 
sumber, date, and quantity of isvestigational drug prescribed; case histories the detals of 
etimica] observations, tosis, anc laboratory procedures carned out o2 cach subject before, 
@uring, and after administratron of the drug ia querticn. 

@. The Contractor agrees also that citber its responsible investigator or a responsible 
indiwictual demgnated by him for tbe purpose will maintain a compicte record of each tawesti- 
gatioeal drug used under » DA contract for at least 3 years after compiction of tbe trvresti- 
tional Grug atudy. This record will iwctode Une following information : . 

lL. Name of drag. 

2 Masufactarer, or other course of drug. 

3% Amount aod date reestved. : 

4& Expiration dots, # any. 

S Let of control number. 

& Date of authority wae = - 

7. Names of individuass acthorised to prescribe the drag 

& Names of proscribeng phywicms of dentist 

%. Date on which use of the drag is terminated, ff applicable. 

1G. Date on which wee of the drug was approved for gepera! ose as a mle and efien- 
@ous drug, if dunog course of investigztian. 

é@. The Contractor agrees to submit progrem reports to The Surgeon General, ATTN: 
Cyairman, ALDRE, at least one annually, and wo submit « final repurt op termination of the 
tmwestigation. In addition Contractor agrees to promptly report to the AID RB any apa! 
or texpertast oleervations cerwring durmg tbe course of the investigational drug stady, 


oo 
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thés le net fenaible or, in the respousbie isvwestigater’s pre‘eusional judgment. is cantrary to 
Ube best interests of the subject. Whaa the purpese of actministering 20 inwertignticnal drug 
ie not to benefit the individual ts whem it is adeuinistered, Gaal approval for the we af 
veluntecr subjects will be chtained as previded im paragraph 6, AB 70-25. Benefit to us 
individual is defined as tho administretion of a drag to an individual expected to resuit in the 


Gagnoms, mitigation, treatment, cure, or prevention of dleesse or injury of the mume individual 


12 Army gacts. All Department of the Army grants under which investigational drugs are to 
oe rs oe ee eee ny a Saas © Gy OSS Aymeae 
paragraphs 3, 5, 6, and 7. 

([MEDJA] 

By Order of the Secretary of the Army: 


HAROLD E. JOHNSON, 
General, United States Army, 
Oficial : Chief of Staff. 
J.C. LAMBERT, - 
Major General. United States pan 
The Adjutant Generali. 


Distribution: 
Actios Army: To be distributed in sccordance with DA Form 12-9 requirements for Medicai 
NG: None. 
USAR: None. 
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NAVAL MEDICAL RESEARCH INSTITUTE 
NATIONAL MAVAL MEDICAL CENTER 
BETHESOA XX marriann 20014 


MME Olj-nn 
1070/2 

Ser: 

30 Nevexber 1964 


FProos: Ccommasatiss OfSscer, Nava Medical Reseasch Ins<itute, Natécral 
Navel Medical Center, Bethesda, Maryland 20014 
To: Secretary of the Navy 
Via: (1). Commanding Officer, Naticnal Naval Medical Center, Bethesda, 
Mazyleand 20014 
‘3 Chief, Bureau ct Medicine and Surgery 
3) Cetef of Naval Perscmsel 


Subj: Authorization to use Inman volimteers as subjects for study of 
effects of kypoecta on the visusl field; request for 


Ref: (a) MANMED, Arcicle 1-11 ; 
(>) BUPERS ltr. Pers-A2l2c-llg of 27 October 1964 


l. Is accordance with reference (a), {t is requested that permission be 
@ranted to utilize biman volimteers as subjects in a stuly of the effects 
cf lypecia on the visual *Lelds in bumeans. Subject study pertains to 
Bureau of Medicine and Surgery Research Subtask ME 005.13-4001.06 "Effecx 
of Gradient Pressures upon Physiclogical Systems” and is a new phase wide 
that subtesk. The objective is to confirm or define more exactly effects 
of hypoxia which have been reported but not adequately investigated under 
controlled conditions. Reference (b) authorized five (5) enlisted billet 
for duty as experimental test subjects in high altitude, space and uder 
water research. 


2. A hemispheric bowl perimete> and attendant techniques have been 
developed which are dizectly applicable to bimean subjects. Experience 
indicates <hat the caxygen deprivation levels to be used cause so harmful 
afver-effects, although scmentary <Ciscamfort may occur during actual 
exposure. 


3. As @ part of the study of bebavicral performance and over-all visual 
acuity and pattern detection, she following area is specitically proposec 
far investigation: 


&. Toe psycho-physiclogica. effects of varying degrees of hypacia = 
the size of the visual “elds in bican subjects. 
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BUMED<-71:-al 
6500 


4 DEC 19646 


SECOMD ENDORSEMENT om CO NMRI lee SMRI-Ol3-cb 1070/4-2 Ser 3986 of 
30 New 1964 


Prom: Coief, Bureau of Medicine and Surgery 
To: Secretary of the Nevy 
Vie: Caief of Naval Personnel 


Subj: Authorization to use buman volunteers as subjects for study of 
effects of hypoxia om the visual Held; forwarding of 


l. Forwarded, recommending epproval. 
2. All subjects in these studies will be volunteers. 


3. It ie met considered that these procedures will impose any undue 
bazards on the.healch or life of the volutteers involved. 


% 3. Bow 
Acting 

Copy to: 

CO, MMRI 

Co ,F,NEMC 
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6500 (Merma~ eb Zsa) ibe 


Pers~AZl2e-11g 
~ 1 0 DEC 1864 


TSISD EXDCESEMERT cn CO, MAT ltr MGT-Ol3-ch 1070/4-2 Ser 3965 of 
SO ler 196% 


Pros: Goier? cf Meval Persconel 


LEON L SMITE. JR. 

’ Copy to: 

co, mar 

Cc, Ie 
BOXED 

18 DEC SH 
Appreved__ 
Pali B. vax, Jr. 


f — . * — -.,* . 
Se * « 
Or ‘= 
-~ * — we * 


cf 


RITURNED TO ORIGINATOR, FOR » os soe ¥ 
DISPOSITION THIS DaTE A Jpn <—el 


qf 
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4, A medical cfficer, qualified in Aviation Medicine, will be available 
at all times during experimentation. The facilities of the Naticnal Naval 
Medical Center are readily available for consultation or medical emergencies. 


5S. It is proposed to use ten (10) volumteers at convenient times during 
@ six months’ period. Subject volunteers are =ale, active duty perscnumel 
affiliated with the Physiclogical Sciences Depar=ment of the Naval Medical 
Research Institute who are then currently receiving incentive pay. Subjects 
will be exposed to varying partial pressures of axcygen corresponding to 
different levels of altitude. A medical file will be maintained for each 
subject. The file will include a Standard Form 98 (Report of Physical 
Examination), a Standard Form 8&9 (Report of Medical ), @ signed 
Consent to Voluntarily Participate in Research Experiment (NMRI Form 3)1 
@ Chronological Record of Medical Care (Standard Form 600), anicther | 
such tests considered necessary by the attending medical officer before,. 
during, and after the periods of exposure. 


Ne 


BEST COPY AVAILABLE 


461 


AG SCENSING GUIBE @ MEDICAL PF! }RAmS 


A GUIDE FOR THE PREPARATION OF APPLICATIONS 
FOR THE MEDICAL USE OF RADIOISOTOPES 


Novembe 1965 


DIVISION OF MATERIALS LICENSING 
U.S. ATOMIC ENERGY COMMISSION 
WASHINGTON, D.C 20545 


For mie by the Sapertatendent of Documents, U 2. Govermmeni Printing Office 
Wesktngten, D.C. ae - Prine 44 orate 
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PREFACE 


"he Atomic Energy Act of 1954, as amended, 
charges the United States Atomic Energy 
Commission with, among other things, respon- 
sibility for regulating the receipt, possession, 
and use of byproduct material The Commis- 
sion is authorized to establish by rule, regula- 
taon, or order, such standards, instructions and 
procedures to govern the possession and use of 
byproduct material as it may deem necessary 
or desirable to protect health or to minimize 
danger to life or property. 

In the performance of its regulatory func- 
tions, the Commission has promulgated the 
regulations contained in Title 10 of the Code of 
Federal Regulations. The following regulations 
are included in Title 10 and are particularly 
pertinent to the subject of this guide: 

1. Part 20, “Standards for Protection Against 
Radiation” (10 CFR 20). 

2. Part 30, “Rules of General Applicubility to 
Licensing of Byproduct Material” (10 CFR 30). 

3. Pert 35, “Human Uses of Byproduct 
Material” (10 CFR 35). 

Current copies of Commission regulations 
may be obtained from the Division of Materials 
Licensing, US. Atomic Energy Commission, 
Washington, D.C., 20545, or from any of the 
following US. Atomic Energy Commission 
Pegional Compliance Offices: 


Director, Region I Director, Region Il 

Division of Compliance Division of Compliance, 
USAEC USAEC 

376 Hudson Street 50 Seventh Street 

New York, N.Y. 10914 Northeast 
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Director, Region ITI Director, Region IV 
Division of Compliance, Division of Compliance, 
USAEC USAEC 
Oakbrook Professional 10395 W. Colfax Avenue 
Denver, Colo. 80215 


2111 Bancroft Way 
Berkeley, Calif. 94704 


This guide describes the kinds of information 


to be submitted in applications for the posses- 


sion and use of radiopharmaceuticals. its use 
should result in the submission of more complete 
applications. The Commission will request 
edditional information if necessary in order to 
provide reasonable assurance that the applicant 
has established an adequate radiation safety 
program. (See Sec. 30.32(b) of 10 CFR 30.) 
Requests for additional information delay final 
action on the application and may be avoided 
by a thorough study of Commission regulations 
and this guide prior to filing the application. 


This guide is intended only for general in- 
formation and should not be considered « sub- 
stitute for the applicant’s careful evaluation of 
the proposed use of byproduct material or for 
scovring’ that the application correctly and 
adequately describes the radiation safeguards 
and procedures to be followed. 
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APPENDIX F 
NON-ROUTINE MEDICAL USES OF BYPRODUCT MATERIAL 


Experimental and nonroutine medical uses of byprod- 
wet materials include all human uses not specified in 
appendix D. Such uses may be classified into one of 

two phases of development: 

Climscal Research applies tc a new use of byprod- 
uct material in humans Little or nothing is 
known about the procedure and little or sothing 
has been published on the subject. The basis 
for proceeding with the new use in humans is de- 
rived from obtained from animal studies. 

This phase of development includes the initial in- 
troduction into humans and initial trials on a 
limited number of patients. 

Clinseal Evaluation applies to the planned test- 
ing of a new diagnostic or therapeutic procedure 
in an appropriate series of control and diseased 
bumans. The. procedure and results of clinical 
research will ordinarily have been reported in the 
_ ‘literature or at meetings. Lf adequate information 
has not been published, the applicant should have 
spent sufficient time with those who developed the 
test, to be thoroughly familiar with the details. 


The clinical research phase of experimental or non- 
routine medical use of byproduct material is normally 
limited to licensees who have bruad experience in the 
use of radioisotopes and who have appropriate facili- 
ties and equipment available to conduct research. 
Research should be pursued by groups of competent 
investigators representing different disciplines rather 
than by single individuals. The individual physician 
to be designated on the license as the authorized user 
should normally have broad and varied experience in 
the use of radioisotopes and in clinical research investi- 


gation. 

The clinical evaluation phase of experimentai or 
senroutine medical use of byproduct material is nor- 
mally limited to licensees under the supervision of an 
individual physician with broad experience in clinica! 
evaluation and the use of radioisotopes and under the 
guidance of a redicisotope committee representing « 
number of disciplines. Adequate resources to conduct 
the trials shall be availabie. 

Applications for experimental or nonroutine uses of 
byproduct material in humans are reviewed with the 
assistance of the Commigsion’s Advisory Committee 
on the Medical Use of Isotopes. Applications should 
be supported by « research protocol which inciudes: 
1. Title of study. 

2. The purpose for conducting the study. Indicate 
whether the study is to be clinical research or clinical 
evaluation and explain why. 
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3. The plan of investigation in sufficient detail to 
permit « critical evaluation of the methods for conduct- 
ing the experiments aud the controis established. 

4 A statement as to whether any planned compie- 
mentary drug or radioisotope admunistrazion is contem- 
plated in conjunction with the study. 

5. A stavement about the expected faze of the isotope 
administered and if the procedure is for thern>y, a 
statement about the expected effects. 

6. A. If the application is for clinical research, an 
outline of related work conducted by the applicant or 
others in laboratory animals and in humans, including 
data on localization, effective half-life, and radiation 
dosage. If no work has been conducted in animals, 
explain why. Pertinent references and a brief abstract 
prepared by the applicant of published or unpublished 
material ahould be submitted. (The brochure of a 
commercial supplier is not « satisfactory authority for 
this purpose. It is not necessary to include with the 
application reprints of references.) 

B. If the applicaiion us for clinical evaluation, perti- 
nent references and « brief abstract prepared by the 
applicant of published or unpublished material, in- 
cluding information on localization, effective half-life, 
and radiation dosage. (The brochure of s commercia! 
supplier is not a satisfactory authority for this purpose. 
It is mot necessary to include with the application re- 
prints of references.) 

7. A description of the human subjects to be studied: 

A. Persons without manifest disease—oumber, meth- 
od of selection, age range. 

B. Persons with manifest disease—number, nature 
of pathology, method of selection, age range. 

C. Pregnant women shall ordinarily be exciuded 
from any test not involving the condition of pregnancy 
itself. Specify whether or not pregnant. women will 
be tested and if so, explain why. 

8. Confirmation tha: consent of human subjects, or 
their representatives, will be obtained to participate 
in the investigation except where this is not feasibie or, 
in the investigator's professional judgment, is contrary 
to the best interests of the subjects. 

9. The dose range (microcuries or millicuries) to be 
administered and the method of administration. 

10. Calculations of the radiation doses delivered to 
the whole body and to the critical organ(s). The cal- 
culations es! al) contain information about: 

A. The expected half-life in various organs. 

B. The relationship between the retained isotope 
and the permussibie body burden for occupational er- 
posure (except for therapy). 

C. The rationale for using the dose selected. 
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D. The radiation dose due to other simultaneous or 
accompanying radioactive isctope test which may be 
tein’ ' 

ll. Astatement of the institutiona!] resourcesavailabie 


including the name of the sponsor af the study if other 
than the appiicant. 


12. Qualifications of the individual physician who 
will be responsibie for the study, including a summary 
of research training and experience and pertinent 
training or experience in the use of radicisctopes. 

13. Estimated time needed to complete the study. 

14. A schedule for reporting results of the study, aad 
an outline of the type of information to be included in 
the report. The schedule can be in term of time inter- 
vals or number of subjects studied. If studies are to 
be long range, interim reports should ba provided. 
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UNTTED STATES GOVERNMENT 


Memorandum ay. 


De. Luches L. Testy 
TO :Surgeon General / F o DATE: Sepcexber 16, 1965 
44 


| if ae 
. Edward J. Rourke bt 


“Assiszan= General Counse af 


SUBsECT: Researcn grancs--Clinical--?ES cesponsidility--Fink v. Jewish 
Chnronic Disease Hosoical (New York Suprese Cours, Kings County 


oo Soe & | ay j 
: <3 


FROM 


Dr. Kenneth Endicoce has no doubt already informed you 
of the demand by the attorney for the defendant hospital in 
the above case that the Public Health Service, the Sloan- 
Kettering Institute, the American Cancer Society, and certain 
physicians take over the defense of this action and indemnify 
the hospical for any damages it may be required to pay the 

--plaincift. The plaincifé complains, in brief, that while a 
patient at che hospical for arthricis, cancer cells were 
injected under his skin without his knowledge and consent 
and as parc of a research project not related to his 
treatmen=. He claims this constitutes a wrongful action and 
malpractice, contrary to medical standards of the community. 


The hospital's attorney expresses the view that such 
use of the plaincifS was without the approval of the hospical 
authorisies, that ic was done by Sloan-Kettering on its own 
“accouns" and in furtherance of ics own "business", snd chac 
the American Cancer Society and the PES "promoted, supported 
ex caused" this research to be undertaken and should thus 
stand responsible in lieu of the hospical. 


Even though we have furnished Dr. Endicott witha $1 
draft letter rejecting this demand as to the PHS, we anticipate 
thac the demand was 4 preliminary step to efforts to join 
the PES and the other agencies as codefendants or as “third 
party defendants" to which the hospital would look to pay 
any damages assessed against it. Althcugh we expect to 
resisc these efforcs, the situation presents certain matters 
we think imporsant for policy consideration whatever may be 
the outcome of this Litigation. ; _—— 


The policy considerations may begin with che attention 
thac has been given for some time by Dr. Ernest Allen to 
amencing the PES research projecs grant regulations to make 
expressly clear chat the PHS does acct supetvise or control 
the conduc= of research it supports by grant. The hope is 
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chat by chis express clarification of the relacionship 
between grantor and grancee, the Service will have a better 
basis for denying liabilisy for damages arising fron a 
grancee's conducts of research. 


Such a step, however, seems to us not likely to be 
considered an adequate seasure of PHS “responsibilicy”", ac 
least in a general if noc a legal sense. Where, as in this 
context, you have adequate authority to impose grant 
condicions reasonably related to your public purpose, the 
question will necessarily arise as to whether you should 
eoatinue to impose no sonditions or exercise no review as 
to those aspects of supported research that give special 
concern because it involves the use of human subjects. We 
think it noc unlikely chat questions will arise of whether 
we can continue in this area the tradicional avoidance of 
any isplication of Federal “control” of iesearch supported 


by Federal funds. 


A variety of mechanisms might be available. For 
example, applicants seeking funds for clinical research 
might be required to furnish an assurance with their 
_@pplication thac effective, informed consents will be obtained 
from all participating subjects and that other principles of 
general agreesent in this area will be adhered to. To include 
. this type of requiremenc ‘in your regulations would help define 
what responsibilities ysu have undertaken and, perhaps of 
greater value, what responsibilities you have not undertaken. 


On che whole, we suggest thac the vigorous concern in 
many quarters as co the use of other animals in research is 
mot likely in thu long run to be greater than that for the 
use of the huess animal even if the Service role is only 
fund support. We suggest that explicit policy formulation 
-bere, and its expression in controlling mechanisms such as 
the regulation, is needed. 
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AFR 169-8 
"Cw 


| aes NONDEPARTMENT OF THE AIR FORCE 
s/s AFR 169-2 27 Man 


ington, § Oecteber 1965 


dical Education and Research 
USE OF VOLUNTEERS IN AEROSPACE RESEARCH 


This regulation 
soase veveareh projens. 


ishes the policies and procedures for using human volunteers in aero- 


1. Application of This Regu 
sions of this regulation: 
a. Apply to: 


ion. The provi- 


dition that may be imposed by Air Fo 
operations or the adequacy of equinment 
signed for human use (sce AFR 80-14). 

(2) Investigations of discase, new treat- 
ment procedures, and drug research con- 
ducted by the USAF Medical Service for the 
benefit of patients. 


b. Do not apply to: 


(}) Any programs, tesks, and tests that 
involve inherent oceupational hazards to 
health or cxposure to poientially hazardots 
situations such as those encountered as a 

rt of training or other normal duties, e.¢., 
ight training, jump training, bailout 
studies, fire drills, gas drills, and handlirg 
of explosives. 


(2) The human factors research por- 
tions of a research project when they involve 
hormal training or other normal military 
duties and when disclosure of the research 
conditions would defeat the purpose of the 
investigation by revealing the artificial na- 
ture of the expcrimenta! conditions. 


2. Voluntary informed Consent. The voluntary 
informed consent of the human subject is 
absolutely essential. 

a. The volunteer must have th2 legal ca- 
pacity to give his consent and must give it 
freely. 

b. Before a volunteer gives his consent he 
must be given an adequate cxplanation of 
the rescarch study, i.c., its naturc, duration, 
and purpose; the methods and means by 
which it will be conducted; and any foresce- 
abic inconveniences, hazards, anc effects on 
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his health which could result from his par- 
ticipation in the experiment. The volunteer 
must also be told ubout any parts of the 
testing which cannot be stopped or 
controlled cither the test subject or the 


_ person conducting the test. 


¢. The consent of the volunteer will be 
given in writing in the format shown by 
attachment 1. voluntcer must sign the 
consent in the presence of at Icast one wit- 
ness who will! then attest the volunteer's siy- 
nature by signing in the place provided. 


3. Principles, Policies, and Requirements for the 
se , Veoluntocrs in Horardous Acrespoce Re- 
reh: 

All essential preliminary tests with Jab- 
animals, dummies, and other human 
rs must be conducted and evaluated 


lunteers will be conducted only to 
validate important results that are easential 


studies using human volun. 
conducted that all unneces- 


is avoided. Suce studies will not be con- 
ducted if there is on to believe that dis 
‘bling injury or death will probably occur 
fo this end, a physician will conduct and 


c. The degree of risk ty which a volunteer 
is exposed will never be more than is abso- 
lutely essential beenuse of Nhe urgency an: 
importance of the solution ‘of the problem 
that made the research projeel necessary. 

d. The research project will\be conducted 
by sciertifically qualified persons; a phy 
sician will be responsible for the medical 
care of the veluntleer. The phvsickan or the 
principal investigator will have tha author 


ity to terminate the research study \at any 
time. 


© voldin cr will le informed that: 


® The 
| A e: time during the coursed, of 
; a¢, 


4 
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the research pruject, he will have the right 
to revoke his consent and withdraw from the 
test without prejudice to himscif. 

(2) The principal investigator or at- 
tending physician may terminate the exper!- 
ment at any time he considers *t necessary, 
regardiess of the volunteer’s wishcs. 


4. Approval to Conduct Research Invoiving Vol- 
unteors: 

a. Action by Originating Laboratory. The 
commander conducting the rescurch will ap- 
point a research committee composed of 
three scientists; the chairman must be a 
physician. Committee members will not in- 
clude either the principal investigator or the 
physician responsible for the medical carc 
of the volunteer during the expcriment. (his 
comm 'ttee must review and approve or dis- 
auprove all proposed RNT&E protocols that 
will require use of human voluntcers. 

b. Action by the Surgeon Generel. No re- 
search using volunteers will be undertaker. 
without prior review and clearance by the 
Surgeon General. This will be accomplished 


by the submission of DD Forms 1498, ~ cic- 
search and Technology Review,” through 
channels lo the Surgeon General (AF MSP 4). 
In no case will a project using human volun- 
teers be initiated unicss a DD Form 149% 
has been approved by the Surgeon Gencral. 
For urgent proposals to which DJ) Forrs 
1498 arc not applicable, the Surgcon Gen- 
eral’s approval may be granted by telephone 
with confirmation by lettcr. Research praj- 
ects performed under AFR 169-6 that in- 
volve human volunteers wil] be considere:! 
approved under the provisions of this regu- 
lation when letter gg el the Surge: 
General is received. Resca under AFT 
169-6 need not be delayed pending submis. 
sion szid approval of DD Form 1498. 


5. Publications Pertaining to Human Volunteers. 
All printed papers or articles that pertain 
to the use of hursan volunteers will contain 
the following footnote: “The voluntary in- 
formed consent of the subjects used in this 
ae was obtained as required by AFI: 
l hd 


By ORDER OF THE SECRETARY OF THE Aik Force 


OFFICIAL 


R. J. PUGH 
Colonel, USAF 
Director of Auministrative Services 
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J. P. McCONNELL 
Gencral, U. S. Air Force 
Chief of Staff 


. Allachment 
Format for Volunteer Consent 
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(FORMAT FOR YOLUNTEER CONSENT) 


Facility Date : 


CONSENT OF HUMAN TEST SUBJECT 


1. Having been fully advised of the dangerous nature and possible harmful consequences, 
I hereby volunteer to participate as a human test subject in the following experiment or 
series of experiments: 


(State nature of investigution, test, or experiment) 


2. I further acknowledge that my conscnt “as }-m_freely given and that I have been 
informed that I may withdraw my consent at any time insofar as the nature or stage of 
the experiment permits. 


(Signature of test subject) | 


(Witness) 


3 Attachment ‘ 
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TO : Or. Jeck Masur DOE. Deer 6, 1965 
Director, Clinica! Center, NIH . 


FROM : Executive Secretery, National Advisory Health Council 


SUBJECT: Resolution of Council 


Attached cre two copies of resolution passed by the National Advsiory Health Council 
ct its meeting December 3rd, 1965. 


Ah pel 
Dr. S. John Reismen 
Medical Director 


; Buy U.S. Savings Bonds Regularly on the Payroll Savings Plan 
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DEPARTMENT OF HEALTH. EDUCATION. AND WELFARE 
PUBLIC HEALTH SERVICE 
WASRINGTON. OC same 


February 8, 1966 


To : . The Heads cf Institutions Conducting Research with 
Public Health Service Grants 


FROM Surgeon General, Public Health Service 


SUBJECT: Clinical research and investigation involving human beings 


Expanding Public Health Service support of clinical research and investi- 
gation involving human beings emphasizes the need for more formal attention 
to the critical issues raised by such research. 


In December 1965 the National Advisory Health Council, after study of 
these critical iesues, made certain recommendations to me which I have 
now formulated as the following Public Health Service grant policy: 


No mew, renewal, or continuation research or research training 
grant in support of clinical research and investigation involving 
human beings shall be awarded by the Public Health Service unless 
the grantee has indicated in the application the manner in which 
the grantee institution will provide prior review of the judgment 
of the principal investigator or program director by a committee 
of his institutional associates. This review should assure an 
independent determination: (1) of che rights and welfare of the 
individual or individuals involved, (2) of the appropriateness of 
the methods used to secure informed consent, and (3) of the risks 
and potential medical benefits of the investigation. A description 
of the committee of the associates who will prowide che review 
shall be included in the application. 


Effective immediately, this policy will be included in all future state- 
ments of Public Health Service research and research training grant policy. 
The wisdom and sound professional judgment of you and your staff will 
determine what constitutes the rights and welfare of human subjeets in 
research, what constitutes informed consent, and what constitutes the 
risks and potential medical benefits of a particular investigation. 
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I wish to define more explicitly, however, what is meant by a committee 

of his institutional associates to assure an independent deteruination 
because the policy requires that the application include a description 

of the associates who will provide the review. The committee would need 

to be made up of staff of, or consultants to, your institution who are at 
the same time acquainted with the investigator under review, free to assess 
bis judgment without placing in jeopardy their own goals, and sufficiently 
mature and competent to make the necessary assessment. It is imporcanc 
that some of the members be drawn from different disciplines or interests 
that do not overlap those of the investigator under review. 


The policy does not ask for the names of the members of the committee. 
Ite does ask for a description of its composition; e.g., the number of 
members and the professional or public interests they reflect. 


I have directed all my staff who administer the initial review of appli- 
cations for grants for clinical research and investigation involving 
human beings -- regardless of whether these applications are for new, 
supplemental, renewal, or continuation support -- to ascertain that each 
application includes the information required by this policy and to ob- 
tain this information, whenever necessary, in a document signed by both 
the principal investigator or program director and the official for the 
institution. 


I know that ycu are as deeply concerned with this issue as are any of . 
us in the Public Health Service. I urgently request that you give ny 


staff your ccocperation in making this policy an effective instrument for 
the good of the public and science. 


\[etlined lcaast 


William H. Stewart, M.D. 
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U. S. Public Health Service PPO # 129 


Division of Research Grants POLICY 
Bethesda, Maryland 20014 February 8. 1966 
SUBJECT : Clinical Investigations Using Human Subjects 


APPLICABILITY : All PHS Research and Research Training Grants 
in Support of Such Clinical Investigations 
(including General Research Support Grants) 


EFFECTIVE DATE: Immediately 


BACKGROUND: 


The National Advisory Health Council on December 3, 1965, recommended to 
the Surgeon General as follows: 


Be it resolved that the National Advisory Health Council 
believes that Public Health Service support of clinical research 
and investigation involving human beings should be provided only 

wif the judgmenc of the investigator is subject to prior review 
by his institucional associates to assure an independent deter~ 
mination of the protection of the rights and welfare of the 
individual or individuals involved, of the appropriateness of 

. the methods used to secure informed consent, and of the risks 
and potential medical benefits of the investigation. 


The Surgeon General accepted che recommendation of the Council and 
instructed the Grants Policy Officer to develop implementing procedures 
for research and research training grants. 


STATEMENT OF POLICY: 


No new, renewal, or continuation research or research training grant in 
support of clinical research and investigation involving tuman beings 
shall be awarded by the Public Health Service unless the grantee has 
indicated in the application the manner in which the grantee institution 
will provide prior review of the judgment of the principal investigator 
cr program director by a committee of his institutional associates. This 
review should assure an independent determination: (1) of the rights and 
welfare of the individual or individuals involved, (2) of the appropriate~- 
ness of the methods used to secure informed consent, and (3) of the risks 
and potential medical benefits of the investigation. A description of 
the committee of associates who will provide the review shall be include — 
in the application. 
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The above policy becomes effective immediately and will be incorporated 
in all PHS research and research training grant regulations and research 
and research training policy statements as soon as possible. In the 
meantime, the attached memorandum from the Surgeon General explains the 
policy to grantee institutions. 


The PHS staff who administer the initial review of applications for 
clinical research and investigation involving human beings (including 
the administrative review for continuation applications) shall ascertain 
that each application includes the information required by this policy 
and shall obtain this information, if necessary, in a2 document signed by 
both the principal investigator or program director and the official 
authorized to sign for the institution. | 


Attachment 
ORIGINATING OFFICE: The Surgeon General, Public Health Service 
APPROVED BY: Grants Policy Officer, OSG 

Dste: 2 /F/Cb6 : 


Index: Clinical Investigations r 
Human Subjects: Clinical Investigations 


— ae ae 
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MANNED SPACECRAFT CENTER 


MANAGEMENT INSTRUGTION 


STASLISHMENT CF MSC 3AD/OCLOGICAL CONTRCL MANUAL AND 


. -RADIQLOGICAL CONTROL COMMITTEE 7 


> 


PURP CSE 


This Instruction establishes the MSC Radiological Contre! Manua |! 
(MSCM 1860) as the off‘cial medium for publication of procedures 
for esntro!l sof atomic energy uses to satisfy U.S. Atomle Energy 


Commission (AEC) licensing regulations and MSC requirements, es- 


tablisses @ Radiological Control Committee, and prescribes respan- 
siblticies for exercising radiological contro! and establishing 
radiation protection regulatisns. 


APPLICABILITY 


The MSC radiological centre! sslicles and procedures apply te ali 
MSC etements, al! MSC sontractor activities In facilities under 
MSC adminiscrative cortre!, ard al! MSC contractor development of 
hardware for use in scacecra*: or in MSC facilities. Radiation 
protecsion -egulations apply co any sse of ionizing radiation in 
MSC facilities, and te uses at any lccation which are authorized 
by AES lice=ses issues to MSC. 


“povicy 


it is the pelicy of MS= to exercise centralized contrs! over the 
use s* lonizing radiation se.-ses ard the appreval sf use programs 
to imsure t-at exposu-s to rasiatior Aazards ana Interface aroblems 
are s-sperly controlies. Persons invcived in tse use of ‘cnizing 
radiation are respens:sie for insuring comaliance with AEC licens- 
ing constraints and resiatic= sroteczion recuirenents.. All proscsed 
uses sf ior'zing radiation, 2° i procurement actions for scurces 

of sucm radc‘ation, anc al! facility ene equiprert cesign criteria 
for «se of such radiat cn sha | receive the sigrature apprsval 

of the chaisnan of the “SC aasiclogical Control Committee orlor 

te issuance. Atomic energy asslicaticens which are licensed 5y 

the AES ane used on ssacecra*: in NASA tanned soace flight aregrams 
cont-slled sy MSC sha’ be *“'swn uncer the aut*srization of AEC 
lice-ses iss.ed to MS*. Cers-alizec corsr-cl s=ail be exersised by 
the “$2 Rac’ sicsical csstre: csmmitces. 
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MSc! 1660.2 May 12, 1966 


4. RADIOLOGICAL CONTROL COMMITTEE 


a. The MSC Radiological Contra! Committees Is established to: 
(1) Loordinate and contro! uses of tonizing radiation. 


(2) Review and epprove all MSC radiclogical control policles 
and procedures. 


(3) Develop and coordinate material to be incarporated in the 
MSC Radiological Control Manual. 


-_ a 
ow ad 


(4) Serve as the ‘Asotope Committee as defined by 10 CFR 30 
a (Title 10,- ‘Code of Federal Regulations, at) 30). 


b. The Radiologica! Control Comnittee membership ‘shall be des !g- 
‘mated by the Director and shal! consist of the fol lewing: 


‘Cha trman: sss 2 Radlological Contral Officer, 
-Qnseutive Secretary: A member of the Engineering and Oevelop- 
“ens "=" meant Olrectsrate staff nominated by the : 
“Assistant Cirector for ee and . 


 Bevelopment. 


- Members : Representative nominated by che Chief, 
Flight Safety Office. 


A minimum of three engineering or scien- 

tific representatives asminated by the 

Assistant Jirector far Engineering and 
Oevelcpment. 


Representa:!ve nominated by the John F, 
Kennedy Seace Center to serve as I laison 
and ts be active on committee acticns !n- 
volving use of radicactive taterial at 
that Center under the authe~ization of 
AEC licenses issued za MSC. 


Invited OSservers: Such representatives from P-sgram cffices, 
Whise Sares Test Faciiity, scther MSC 
orsanizations, or ¢ontracts*s, as vay be 
recuestec and designasced by cne orsaniza- 
tien Interested in a soecif:c prupssa! be- 
fore the Committee, or as recuestec Sy the 
Comittee chairman, 


cs. Meetings will be seid at the cai! of the Committee chaircan, 
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May 12, 1966 MSCI 1860.2 


5. MEDICAL USE SUBCOMMITTEE 


a. The Medica! Use Subcommittees of the Radiological Contra! Can- 
mittes ts ‘established to: 
i Fe Se — da 
(1) Review, froz the seoadselat of radiological health and 
safety, and initially approve or disapprove requests for 
use of radisactive material on humans er animals. 
i aa 
-(2) Serve as the Medical Isotope Committee prescribed in 
‘Title 10, Code of Federal, Requiations, Part 30, "to evalu- 
ate all prscosals for research, dlagnos!s and therapeutic 
. use of radiotsoteses"' In MSC programs. 
(3) “Coordinate and contro! any use of isotopes for medical 
Purposes at MSC under a private practice or other organ!za- 
len license. 


w Determine the adequacy of the training ang enper tence of 
persons for human or animal use of a radiacactive materia! 
“fora specific pursese. Formilate and review training 
~J>™“ ~pregrams to qual!fy Individual physicians eee tgnes ta MSC 
“32, 3, for categories of radioisotope uses. : 


“he The Medica! Use Subcomn! ttes membersh!p shall be designated by the 
~ Chief of Center Medica! Pragrams and consist c* the fol lowing: 


Chairman: A physician from the mecical staff of MSC. 


Members: A minimum of two other pnysicians, of whor 
| one shall be expert in interna! medicine, 
pathology, or hematclasy and ansther shal! 
Se expert in therapeutic radiology. 


A person experienced in assay of radidiso- 
topes and protection acgainst lerizing. 
radiation, 


6. TECHNICAL REVIEW SUSCOMMI ST EE 


a. The Technica! teview Subcommittee of the Sadiologica! Control 
Committee is es:ablisned to: 


(1) Review eacm propesed nonmedical use of radioactive materia 
and radiation-precucing devices tc determine whecher the 
proposed .se and work Is a part of the requesties orsaniza- 
tion's az: soved s*ogram, and whetrer the sroposai is in 
accord wi: licerse provisions. 


} Review s-ssesec scserationa! procecures cc Insure they are 
technica. y sours and that adecuasce racicicsica’ safecry 
precauticss have seen specified. 


3 


-~ 
ne 
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asci 1860.2 May 12, 1966 


ore 


(3) Provide recommendations and technical comments to the 
Radiological Control Committee on. prosesed uses; adequacy 
of facility and radiation area designs for intended usa, 
qualifleation ef perscnnel, and.such other technical matters 

* may be referred te it by the Radlolegical Centre! Com- 
Mm ttee. 


'b. - The Technical Review Subcommittee membershic shal! consist of 


the fol low!ng: 


Chairman: | Executive Secretary of the Radiological 
| ' Control Cormittes. 


_ Members: One representative ef Healts Physics 
soa ies ‘Section apoointed by the Raciological 
Centro! Officer. 


Ore representative, a Radiclegica! Control 
Cecerdinatsr, appoinced by t~e Manager, 
Apollo Spacecraft Program Cffice. 


‘One representative, a Radiological Contre! 
Cocrdinatsr, appointed by che er, 
" Seniat Program Office. - 


Cre representative s* each division of the 
Engineering and Develcpmen: Sirectorete 
directly involved In Subcommittee actions, 
accointed by the division cnief. 


One representative sf the Engineering 
B'vision, appeintec sy the sivision chief. 


7. CHAIRMAN, RADIOLOGICAL CONTROL COMMITTEE 


The designation cf the Radiological Control Officer as cha! rman 
establishes a staff positicr to imolement the actiors cf the 
Committee and Insure complecse staf* coordination. The chairman 
also serves as the Raciclec’cal Safety Office>, prescribed and 
defined in 10 CFR 30. This arrancenent prov'ces a cetral point 
for achieving accord Setwee> aissisn and rad‘ation s-stecticn od- 
Ject!ves. The chalrman is respons: Sle fer: 


a. ixercising genera: ccercinatic~ and surve llance sver the radio- 
logical contro! and rac‘ation srotection aspects af MSC cnera- 
tlons 
- - 


5. Issuing material approved Sy ct=e Radiolecsical Co-trol Committee 
‘sr inclusion in tne MSS Radics’ sgical Ceo-tre! Macsal. 


¢. issuing approval sf rac‘ation ~se reques:s in accordance with 
MSC Radiologica! contre Manua’ procedures. 
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May 12, 1966 MSCi 1860.2 


EXECUTIVE SECRETARY, RADIOLOGICAL CONTROL COMMITTEE 


The Executive Secretary is responsible for: 


@. Reviewing radiation use requests to insure tha: they are properly 
. planned and coordinated, supported by acequate cechnical data, 
and prepared in accordance with approvec progracs anc functionai 


assignments. 


b. Prepering reports of Committee proceedings and calntaining 
.. official Commitcee records. 


“MANUAL CONTENT 


= 


The MSC Radiological Control Macual will estab} Ish detalled policies, 
procedures, standarcs, and guides to be followed I= Insuring proper 
iradiclogical health and safety controls, coral lance with AEC regu- 
lattons, and the casability of MSC to secure and retain those types 
C Licenses which provide the necessary flexibility for opera- 
onal “requirements. * ‘The manue | will cover the fel lewing subjects: 


«. ” Special retyibaoniie and ‘ prannaetes for the accuisition, ac- 
-y,ecountabliity, and contro! of radicact! ve material and radiation 


si davlees, ores 


b. Funetions and procedures of the Radlolesical Centro! Committee 
and subceommittees. 


¢. Radiclogical safety procedures and radiation ssnitoriag. 

‘4. Procedures for securing sppreval of wor< Inve'ving use of ion- 
Izing radiation, Including use requests and scecia! work per- 
mits. 


10. ORGANIZATIONAL RESP SNSIBILITIES 


a. The Chief, Cerrar Medical Of*ice, Is ressonsi= e for medical as- 
proval of progcsals for deve:opmental, experimertal, evaluaticr 
or test uses cf radicgraphy and fluoroscopy cm sumars. 


b. The Chief of Cercer Medical 2regrams is respe-sible “or medica! 
approval of prsscsed “Suman and animal .se@ af -adioisstoces. 


c. The Assistant S'recte> for Engineering and De.elopmere is re- 
sponsible for se performance of specia: engi-eering and 
physical tests and evaluations which tay se recuirec Sy tne 
Radiological Conmzrol committee to mee: +EC rec.irements. 


¢d. The ?rocuremer: and Contracts Olvisiom $s ressensibie for In- 
Suring that prssssec srocurecents inve -ing sc.rces sf ionizing 
radiation have -ecelved Radiologica! Cs:rol committee approva!. 


ave 
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a. The Engineering Division is responsible for insuring that plans 
for construction or modification of racilities and equipment 
that involve storage or use of sources of lonizing radiation 
have received Redtotegias! Control Committee approval. 


ff. The Radiologica! Contre ‘offleer is responsible for: 


_ (1) Acting as ‘the MSC liaisan representative with the AEC, 
other NASA centers, and MSC contractors on matters of 
policy, approaches, and actions ralated tc licensing and 

¥ 7 other regulatory functions be thir nied te the use of lon- 
oS is at tzing radiation. - os i . 


‘* * . S 
hy “- - 
= ~ 


-r " 


. (2) Developing and technical ly directing Health Paniten serv- 
~_  *- =--8. Tees and spectal radiation effects analyses. “ *. + 
g. MSC elements are responsible for complying with sendatory pro- 
os visions of the MSC Radiolegical Control Renal and wn 
oe tw: the guide! ines contained therein, it. tp ee: 


~ “£1, RESCISS10NS - sthSete: a) 
b> “Msc Cireuter 4, Reference Bebo 31, 1983. eS 


ae 


ert R. ‘Gi Truth = 


Director AUG 10 ENT’ 


OISTRIBUTICN;: 


BEST COPY AVAILABLE 


482 


DEPARTMENT OF 
HEALTH, ZDUCATION, AND WELFARE 
Public iealth Service 
Bureau of Medical Services 
Silver Spring, Maryland 20910 


June 23, 1966 
Bureau of Medical Services Circular No. 38 


CLINICAL INVESTIGATIONS USING HUMAN BEINGS AS SUBJECTS 


1. PURPOSE. This circular specifies policy concerning clinical research 
and investigation involving human beings conducted in Bureau medical 
care facilities. It further establishes procedural requirements to 
assure that PHS research on human beings is ethically and morally 


exer lary. 


2. BACKGROUND. The National Advisory Health Council on December 3, 1965, 
recommended to the Surgeon General as follows: 


"Be it resolved that the National Advisory Health Council 
believes that Public Health Service support of clinical 
tesearch and investigation involving human beings should 
be provided only if the judgments of the investigator is 
subject to prior review by his inscicutional associates to 
assure an independent determination of the protection of 
the rights and welfare of the individual or individuals 
involved, of the appropriateness of the methods used to 
secure informed consent, and of the risks and potential 
medical benefits of the investigation.” 


3. POLICY. The Surgeon General accepted the recommendation of the Council 
and adapted it in the following PHS policy statement: 


"No clinical research and investigation involving human 
beings shall be conducted by Public Health Service personnel 
or by PHS contractors without (1) prior review of the judgment 
of the principal investigator or program director by a 
committee of his associates not directly involved in the 
Tesearch and (2) prior written approval by the Bureau Chief 
or by the iasticuce Director if the Bureau Chief formally 
delegates che csesponsibiiicy to him. This review should 
assure an iadependent consideration: (1) of the rights and 
welfare of the individual or individuals involved, (2) of 

the appropriateness cf che methods used to secure informed 
consent, and (3) of the risks and potential medical benefits of 
the investigation. Each study protocol along with the names 
anc recommendations of the review commfctee and the written 
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2. 


approval of the Bureau Chief (or his official delegate) 
will be placed on file in the office of the Division 
responsible for the study before the study is initiated." 


4, PROCEDURE. Effective immediately: 


a. This policy shall be included in all future statements of Bureau 


b. 


research policy. It shall be included in all applications to NIE 
for research grants, and in all protocols, covering research 
projects involving human beings. 


Field and headquarters research committees shall take cognizance 
of the following criteria in their review of research study 
proposals which will involve human beings: 


(1) The investigation must have an anticipated value or benefit 
to mankind that outweighs the risks involved to the human 
participants. In no event shall the investigation knowingly 
or deliberately involve undue physical or mental discomfort 
vr the likelihood of death or of permanent injury or incapacity. 


(2) Each buman subject shall have a completely free choice to 


participate or not participate in any investigation and a 
free choice to terminate his participation at any time during 
the invesctigarion. 


(3) Wo buman being should be accepted for ary investigation unless: 


(a) He has first been informed of the kind or nature of, and 
the reasons for, the treatment or procedures to which he 
will be subjected and of the known and possible hazards, 
disadvancages and discomforts involved both during and 
following his participation; and 


(b) His consent to participate is reduced to writing and is 
in such form as will indicate on its face that he has 
been fully informed of, and voluntarily accepts, the 
risks involved. 


(4) If the buman subject is a patient who has been admitted for 
treatment by the Service, he shall not be permitted to par- 
ticipate in an investigation unless either: 


(a) The investigational procedure has no relation to the 
iilness for wnich he is under treatment and his par- 
cicipation will have no adverse effect on the course 
of his illness or its treatment either by interfering 
with, postponing, or any other way affecting, his prog- 
ress and the standard or customary course of treatment;or 
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(b) The investigative procedure is intended and designed 
to improve the condicion for which he is being treated 
and he is fully informed of his right either to reject 
or refuse the treatment or procedure under investigation 
and to receive the standard or customary treatment, or 
to elect in writing cto accept the treatment under 
investigation. 


(5) Wo subject may participate in an investigative procedure unless: 


(2) He is mentally competent and has sufficient mental and 
communicative capecity to underscand his choice to par- 
ticipate; and 


(b) Be is 21 years of age or more, except that if the 
individual be less than 21, he may participate in a 
procedure intended and designed to protect or improve 
his personal health or otherwise for his personal 
benefit or advantage if the informed written consent of 
mis parents or legal guardian be obtained as well as the 
written consent of the subject himself if he be mature 
enough cc appreciate the nature of the procedure and the 
risks involved. 


(6) Both appropriate staff and equipment resources must be available 
at che place the investigation is to be conducted to give all 
possible aid and treatment in the event the human subject 
suffers an accident or an adverse reaction while participating 
in, or as a consequence of, the investigation. 


(7) The investigation aust be maducted only by investigators 
qualified by scientific and medical training and experience 
to conduct the type of study involved and having the competence 
required to protect the well-being and safety of the subject; 
they and their subordinates assisting in the investigation must 
also be knowledgeable of the possible reactions and how to 
cope with then. 


(8) Immediate reports of any untoward events harmful to participants 
and arising in the course of the investigation shall be made by 
the imvestigator to the review committee for the project involved 
such committee shall retain responsibility to terminate any 
investigation if the risks developing appear to outweigh 
potential benefits or where, for any reason, further conduct 
of che investigation is not considered justified. 


5S. DELEGATION. The authority to approve research projects involving humar 


beings to be conducted in Bureau facilities is hereby delegated to the 
appropriate Division and Program Chiefs and their Deputies. Research 
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4. 


study protocol files ere to be maintained in the Division and Prograz 
headquarters. 


6. EFFECTIVE DATE. The previsions of this Circular are effective immediately. 


a 
Carruth J » 2D. 


Assistent Surgeon General 
Chief, Bureau of Medical Services 
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Cc October 11, 1966 
o 
.; 
Y 

James L. Goddard, M.D. 
Commissioner of Food and Drugs 
Departmen: of Health, Education, and Welfare 
Washington, D.“ 20204 


Dear Comm: «.oner Goddard: 


Since my letter to you of Septermber 1 and your reply of Septernber 19, 
representatives of our member firms have given extended consideration to the 
August 30 Federal Register (31 FR 11415) order entitled "Consent for Use of 
Investigational New Drugs on Humans; Staternent of Policy." 


7ae comments in this letter and the enclosed memorandum, setting forth 
the reasons for our legal opinion that many provisions of the order exceed the 
authority vested in the Food and Drug Administration by the portion of Section 
05(i) dealing with patient consent, reflect the position of the Pharmaceutical 
Manufacturers Association with regard to the order. 


the August 30 statement, in our opinion and in the opinion of many physi- 
cians anc scientists, imposes conditions upon the investigator with which he is 
physiciaily unable to comply; it requires a subject or patient to make medical 
decisions which he lacks the capacity to make; it produces an unwarranted inter- 
ference with the doctor-patient relationship; it prevents the conducting of mnean- 
ingful double~blind studies; it wil] increase the number of medically unfounded 
professional liability suits; it makes it more difficult to obtain U.S. and foreign 
Clinical investigators; it will lengthen the time required to get new life-savir: 
é>ugs to the public; it will increase the cost of new products; and because oc* ‘«: 
arn biguity and inconsistent use of terms, many questions are raised as to its 
meaning and purpose. 


Informed consent, as defined in para. (h) of the Order, requires imparting 
tc the person involved "a fair explanation of all material information concerning 
the acministration of the investigational drug, or his possible use as a control." 
The investigator must inform the person (among other things) of "the naire, dura- 
tom anc purpose" of the drug, “the method and means of administration", "all 
inconveniences and hazards reasonably to be expected, including the fact, where 
appl.cabie, that the person may be used as a control, the existence of alternate 
‘orms of therapy, ifany, and <he effects upon his health or person that may possi- 
bly come from the administration of the investigational drug." (Emphasis added) 
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Iz is impossible, we submit, to meaningfully convey to a layman all the 
injormation required by this definition. It is often unknown by the investigater 
how long the medication will be administered. To convert all the scientific data 
in the clinical sSrochure into lay terms and inform each person is a monumental 
task even assuming a layman could comsrehend it. witisly this by the alternate 
forme of therapy and the impossibility of compliance becomes clear. 


The investigator under the statement is charged with the responsibility 
of deciding whether the patient or subject is actually informed and has made a 
wise medical choice. We do not comprehend how an investigator will be capable 
of imparting the results of his own years of education and training (and experience 
with "alternate" drugs) so completely that each and every patient, no matter how 
rained, will be in a ppeition to capably refute or confirm the physician's med- 
ical judgment. 


The definition of informed consent in the statement of policy is apparently 
an attempted codi‘ ication of the mass of civil case law governing such consent as 
tt applies to the administration of established s. Entirely apart from the fail- 
ure of the order (indeed, the impossibility of it) te reflect the status of the law in 
that area, the requirements of what constitutes informed consent with regasd to 
‘ld well-known drugs cannot be applied to the administration of investigational 
wew drugs. In the latter category, much of the information required to be impartec 
by the statement is unknown. This is especially so with regard te drugs involved 
in phase one and two studies. 


In addition to the mass of information that must be irmparted under the 
Order to a patient before obtaining his consent, the practical elimination of the 
discretion provided by the 1962 Amendments and which civil law has long granted 
the physician to decide when, in his patient's best interest, consent should or 
should not be obtained, is an unwarranted invasion into the physician-patient 
relationship which will work to the detriment of the individual patient. 


The Order requires clinical investigators in clinical studies to obtain con- 
sent from every subject to whom an investigational new drug is "administered pri- 
marily for the accumulation of scientific knowledge, for such purposes as studying 
drug behavicr, body processes, or the course of a disease."' In addition, con- 
sent must be obtained in al] but "exceptional cases'' from patients "under treat- 
ment'' with investigational drugs. Under treatment is restricted to situations where 
administration of the drug "constitutes responsible medical judgment taking into 
account the availability of other remedies or drugs and the individual circumstances 
pertaining to the person to whom the investigational drug is to be administered." 
A patient is defined as one “under treatment." The definition of "under treatment" 
xt the very least, places all subjects in phase one and phase two studies in the role ~ 
wf those to whom the drug is "administered primarily for the accumulation of 
scientizic knowledge", and frorn whom as noted consent must be obtained in everv 
case. It may even have been intended by the restrictive definition to prohibit 
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treatment of a patient ( as opposed to a subject) in phase 3 studies. 


Tae exceptional cases justifying a physician not obtaining consent from 
a patient under treatment (which exceptional cases are to be strictly applied), 
a>e cases where it is "not feasible” to obtain consent or where obtaining con- 
sex: woulc de "contrary to the best interest of such human beings.'"' ‘Not feasible" 
is Limitec to cases where the investigator is not capable of obtaining consent be- 
Sau3é Si Ris inaSiiity ts communicate with the setient or his representative. The 
tesm "not feasible" (which in Webster's Seventh New Collegiate Dictionary, G&C 
Mezziam Co., Springfield, Mass., 1965, at page 432 is listed along with im- 
praczicable as a meaning for infeasible) thus is equated in the statement of policy 
wits impossibility. It should also be noted that it is the patient who is not capable 
of giving consent rather than the investigator being incapable of obtaining it. 


"Contrary to the best interests of such hurnan beings" is restricted to situ- 
acicns where "the communication of information to obtain consent would seriously 
asiec: the patient's disease status" (emphasis added). Thus, a physician is re- 
gusrzec to obtain consent whee the disease status would not be affected though the 


To enable a patient to receive the best treatment individually suited to his 
meeds, a physician must be allowed discretion in deciding what information, if 
7, showic be imparted. There are many factors that enter the decision. Among 
the circumstances to be considered are: the type of disease or diseases the patien: 
is suiiering, his mental, physical, and emotional state as well as his age and intel 
ligence, and the nature of the drugs involved. 


The effec: of implementation of the policy statement on meaningful double- 
biime studies will certainly be adverse. The requirerment that the patient be ad- 
visec that he might be given a control or a placebo will have an undeterrmninable 
eziect on his reactions. Placebo reactors play a large part in the evaluation of 
dowsie-blind testing. One of the major reasons for such studies is to réduce the 
mus: Ser of placebo reactors. Many persons will refuse to participate in a study 
if mace aware of the possibility that they will receive a placebo when other known 
therapeutic remedies are available. 


The impossibility of compliance with the order described above will neces-~- 

‘Saziy result in an increase.in medically unfounded medical professional liability 

usts. The view has been expressed that physicians, in order to protect them- 
seives, from both FDA action and malpractice suits will have to prepare lengthy 
Seli-serving memoranda to protect themselves in situations where they determine 
tha: consent should not be obtained. More than one attorney has stated that the 
Omy acvice he can give investigators in the light of the policy statement, is to 
Ciscontinue new drug clinical trials. We have been informed that some clinics 
have alreacy decided to cease conducting clinical trials. 


BEST COPY AVAILABLE 


489 


James L.. Gocdéaré, M.D. o4- Octeber ll, 1966 


In the last few years, many Canadian investigators have refused to sign 
the U.S. clinical investigazsion forms because of the administrative burdens in- 
volved. The problem can be expected to become acute in Canada and in other 
countries as a result of the subject statement. Increased difficulty can also be 
ancicipazec in obtaining capable U.S. clinicians in the face of the manifold pro- 
blems in attempting to comply with the order. Consequently, more dealys in 
obtaining new drug application approvals and additional costs would seem to be 
am inevitacle result if the new statement of policy remains in efiect. 


There have been many questions brought to our attention concerning the 

meaning of the order. Examples are: Why is the consent of a patient under treat- 

ment required to be in writing when the consent of one administered the drug 

primarily for the accurnulation of scientific knowledge need only be oral? Is it 

sufficient that the written consent be only an acknowledgement that a fair explana- 

tion of al. material information had been made or must it include a recital of such 
intormation? Why is the consent of a patient under treatment required to be in 

writing when the consent of his representative need only be oral? Why must the 
investigato> himself necessarily be the person to render a fair explanation of all 

material in‘ormation? What effect do the provisions in the policy statement have 

‘0% Studies in progress on August 30? What effect do the provisions of the policy ( 
Statement have on studies in foreign countries? To what degree is the sponsor 

legally responsible if an investigator submits a complete form FD 1572 or 3 and 

then does not obtain informed consent? Is it FDA's intention to change (either 

by regulation or by other means) forms FD 1572 or 3 to incorporate the new 
Statemen:? Will FDA inspectors inspect consent forms? Under the regulation, 
how will an investigator be able to treat a terminal cancer patient with an investi- 
gasional new drug without informing such patient of his condition? Is it the in- 
tention of FDA that double-blind studies are no longer required or desired? 


We realize, and are in full accord with the position, that the health of 
patients is the first consideration of a physician. We are, in addition, in agree- 

taent with the congressional mandate that consent be gained from both patients 
anc subject except where not feasible, cor in the judgment of the investigators not 
in the best interests of such person. The August 30 statement of policy, however, 

serves only to confuse the patient, the investigator, and the sponsor. 


The Declaration of Helsinki, prepared by the World Medical Association, 
has been gaining increasing acceptance throughout the world, including endorse- 
mest by many of our leading medical and research societies. Its provisions and 
Similar safeguards, as well as other possible alternatives, should be carefully 
considered before unrealistic guidelines are imposed by the Food and Drug 
Acministration. 


I: is respectfully requested that enforcement of the staternent of policy be 
hele in abeyance pending consultation with those most directly involved. Repre- 
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sentatives of medical associations and societies and of the Pharmaceutical 

Manuiaccusers Association and its member firms stand ready to assist in any 

way in the formulation of revised guidelines which will still assure the well 

being of persons and subjects used in pharmacologic and clinical trials. 
Sincerely, 


/a/ C. Joseph Stetler 


Eaclosure 
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MEMORANDUM 


Regarding Statement Appearing in August 30, 1966 Federal Register 
Concerning Clinical Investigation of Drugs 


Section 505(i) of the Federal Food, Drug and Cosmetic Act provides, ir 


“. . . Such regulations shall provide. . . the manufacturer requiring 
that experts using such drugs for investigational purposes certify... 
tha: they will inform any human beings to whom such drugs, or any 
controls used in connection therewith, are being administered, or 

their representatives, that such drugs are being used for investigational 
purposes, and will obtain the consent of such human beings or their 
Tesresentatives, except where they deern it net feasible, or in their 
>rozessional judgment, contrary to y to the best interests of such human 


beings." 


The sunction of the "August 30 statement of policy" is apparently to set for ‘ 
the Food anc Drug Administration's interpretation of the requirements embraced u. __ 
he above quoted statutory language. See subsection (a) and (b) of the Statement of. 
Policy. Without considering the necessity or propriety of giving interested persons 
an Oppcrtunity to comment on such a statement, it is basic law that such regulations 
are only valid in so far as they are a reasonable interpretation of the statutory lan- 
guage. They may not increase the scope of the statute. _ 

The quoted statutory provision imposes a duty upon a manufacturer of an in- 
vestigational new drug to réquire investigators to inform human beings that the drugs 
Or controls administered "are oan used for investigational purposes and... 
obtain (the) consent’ except where they deem it not feasible or in their professional 
juc gvnent Contrary to best interests of such human beings. The consent referred to 
is tha: the patient or subject will permit administration of the drug though he knows 
it is an investigational new drug. Nothing is said in the statute about conveying all 
the iniormation that civil and (or) state law may require prior to the administration 
oi established drugs. The reason is obvicus. Such comprehensive data is usuaily 
mot known concerning investigational drugs. This is why they are under investigation. 
The statements by members of Congress on the floor, describing the consent pro- 
visions, in no way indicate that the "informed consent" concept set forth in the regu- 
lation was intended by the amendment. Representative Chet Holifield of California, 
in discussing the so-called Friedel Amendment to H.R.11581, 87th Congress, (con- 
taining the sarme language as quoted above) stated on the floor of the House of Re! 
sentatives on September 27, 1962: ; 


"IS a doctor is going to do any experimenting on me, I would like to know 
that is was an experiment. I might agree and probably would if my doctor 
saic ‘Now, we do not know what the result of this will be, but we think it 

wil, be very good, we are hopeful.' " (Congressional Record, 87th Congress, 
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Secone Session, Page 19889) 


During che same interchange, Representative Paul Rogers of Florida stated, 
"I think at the present time ethics require a doctor to notify a patient before he uses 
an experimental drug. However, there are cases that have been pointed out where 
there may 3e a sivuation where consent cannot be obtained. . .." (Conzressional 


Record, supra, p. 19889) 


The stasute provides that it is not necessary to odtain consent if the investi- 
gazc> (rather than the Food and Drug Administration) using his professional judgment 
decides that it is not feasibie or not in the best interests of the patient or subject. 

As stated by the late Senator Estes Kefauver of Tennessee in response to a request 


for clarification of this provision: 


"On the Senate floor an amendment was offered and accepsed to the 
efiect that in giving experimental drugs, physicians shall consider the 
pestinterests of theiz> patients. In the House of Representatives, the 
Friedel Amendment, which was along the sarne line but somewhat 
tighter, was adopted. In conference, an arnendment in line with these 
two amendments -- suggested by the Senator from Nebraska -- was | 
submitted. I proposed some rearrangement of the language, but there 
was mo change in the meaning. The resultant language requires the, 
patient's consent, except in instances -- as the Senator from New York 
has said -- in which it is deemed not feasible as in the doctors best 
judgrnent is contrary to the best interests of such human beings. The 
Gecision must be according to the best judgment of the doctors invoived. 
There will be no interference with the doctor-patient relationship. But 
the responsibility for not obtaining the patient's consent will clearly 
rest with the physicians. (Congressional Record, supra, p. 22042.) 


Several statements made by other Senators and Congressmen to the same 
effect also appear in the Congressional Record, supra, pp. 16337, 16341, 16343 and 
19889. There is adsoluteiy no basis either in the statute or in its legislative history 
for the Food and Drug Adrninistration to dictate the circumstances under which an 
investigator need or need not obtain consent. Indeed, amendment 8-22-62.A to S. 1552. 
87th Congress, 2nd Session, proposed by Senator Jacob Javits of New York on August 
23, 1906, would have authorized the Secretary of Health, Education, and Welfare 
to promulgate the exceptions to the obtaining of consent rules. This approach, how- 
evez, was dzopped in favor of the present provision. It is worthy of note that severai 
Congressmen and Senators specifically mentioned that an investigator should be 
allowed to exercise discretion regarding patients with serious disease, who do not 
know about them and patients who might suffer adverse mental or emotional reactions. 
(Congressional Record, supra, pp. 16335, 16336, 16337, 16339, 19889.) Recogniticn 
as given that iniorming persons in those circumstances might be contrary to their 
best interests. The August 30 Policy Statement on the other hand restricts such dis- 
Crezion to cases where "the communication of information to obtain consent would 


Seriously aizect the patient's Cisease status." 
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The legislative history is.barren of any Congressional intent to limi= she 
pplication of the phrase “not feasible’ (which is equated by Webster's Seven: Nev. 
Collegiate Dictionary, G.C, Merzian Co., 1965, with impractible at page 432) 
so that it means "impossible", as is done in the Statement. 


There is nothing in the statute or the legislative history which iiiainas 
between subjects and patients nor is there any indication that the consent involved 


need be Obtained in writing. 


It is probable that the Policy Statement represents an attempt by the Food and 
Drug Administration to “codify” the malpractice and state laws regarding informed 
patient consent. No such responsibility has been placed upe: the Agency by the Con- 
gress. It is beyond the realm of reason to propose that the authority to interpret the 
meaning of a federal statute includes the authority to codify the vast and conflicting 
bedy of law created by federai and state courts decisions. 


It bas long been recognized by the Food and Drug Administration that the pro- 
visions in Section 503(b) of the Federal Food, Drug and Cosmetic Act, restricting 
the prescribing of certain classes of drugs to "practitioners licensed by law’, mean 
that such drugs may be prescribed only by practitioners in each state who are such 
in accordance with the law of that state. It has been admitted that FDA has no ausnorir 
to reguiate who may practice medicine. The same rule applies to patient consen’ 
Administrative fiat camnot be employed to dictate the physician-patiexnt relationsh._. 
or other principles of the practice of medicine. 


Although affected persons are entitled by law to ignore an interpretive re sic 
which is not a valid construction of the statute and will be prarcted by proving that 
fact in any court action instituted by the agency; such prote ction is meaningless in 
the instant case. 


Sections 130. 3(a){12) amd (13) of the mew drug regulations require that the 
sponsor obtain from each investigator signed statemects including a certification by 
each investigator that 1) twill inform any patients or any persons used as controls, 
or their representatives, that drugs are being used for investigational purposes, 
and will obtain the consent of the subjects, or their representatives, except where 
this is not feasible or, in the investigator's professional judgment, is contrary to 
the best interests of the subjects." 


Presumably, the policy statement “interpretations” now "apply" to those 
sections. The sponsor must include in his "notice of claimed investigational exemptior 
for a new drug" a statement that he has obtained such certification (Regulation 130. 32). 


1) The quotation that follows ia from form FD 1572 governing phase 1 and 2 inves*™ 
gations. It is interesting to note that the requirement for phase 3 (form FD i( 
contains identical wording with one exception. The phase "inform any patients 2- ° 
persons used as controls” is replaced by “intorm any subjects, including subjec. 
used as controls" even though there are no patients in phase 1 studies and a large 
murmber of patients in phase 3 trials. 
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There is no requirement that the sponsor forward copies of these statements 
to [DA or that the investigators retain copies. However, FDA Inspectors may inspect 
the sponsors’ records (Regulation 130. 3(a)(5) and 130.11) as well as the investigators’ 
(130.3 (a) (12) amd (13) ). The Food and Drug Administration may "blacklist" an 
invesziga:oz who "repeatedly or deliberately fails (ed) to compiy with the conditions 
of che exempting regulations" (130.(c) ) amd may revoke a sponsor's exemption for 
imveszizgacicnal use if "the clinical investigations are not being conducted in accordance 
with the plan submitted in the ‘Notice of claimed investigational exemption for a new 
d>ug' " (Regulation 130.(d)(7) ). This becomes especially important in view of the 
decision in Turkel v. Food and Drug Administration, 334 F2d 844 (C.A.6, 1964) that 
the revocation of an investigational new drug exemption is not reviewable in the United 


States Circuit Court of Appeals. 


Thus, although the statement of policy does not have the force and effect of law 
fzom che poin: of view of legal theory, FDA presumably could take far reaching admini- 
atracive action without affording interested parties their day in court. 


Accordingly, the August 30 Policy Statement should be revoked. 
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Reoser 3. Howse, MD. 
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627-8300 


ww September 28, 1966 
James L. Goddard, M.D. 
Commissioner of Food and Drugs 


‘Food and — Administration 
Washington, D.C. 


Re: Consent for Use of Investi- 
gational New Drugs on Humans; 
Statement of Policy (21 CFR 


130.37). 


Dear Commissioner Goddard: 


We have given careful consideration to the "new statement 
of policy" governing consent for use of investigational new 
drugs on hymans which appeared in the August 30 issue of the 
Federal Register, and submit herewith our comments. 


Section 505(i) of the Federal Food, Drug, and Cosmetic 
Act provides that regulations on the use of investigational 
new drugs shall impose the condition that investigators “obtain 
the consent of such human beings or their representatives, ex- 
cept where they deem it not feasible or, in their professional 
judgment, contrary to the best interest of such human beings.” 
There is nothing in that Section which grants the Food and Drug 
Administration authority to impose its opinion of what consticutes 
consent upon the medical profession. The “consent” provision . 
was enacted as a measure tO assure that medical practicionecs 
protect the human sights of individuals in the investigation of 
new drugs. These rights do not emanate from the Food, Drug, and 
Cosmetic Act -=- to be defined, amplified, or interpreted by che 
Commissioner. They exist in the entire body of civil law. 


It is impossible for the Commissioner to codify realis- 
tically, in the form of a policy statement, the legal requirements 
for valid consent under che myriad varying circumstances which 
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exist. There are thousands of pages of case law which per- 
Zozrm chat fSumccion. The court in each case does and must take 
to accounts the particular fact pattern involved. Also con=- 
sidered is che discretion that must be left with the individual 
practitioner if he is to be able to best serve his patient. 
The manner in which the proposed regulation has been drafted 
makes it appear that FDA, in one policy statement, is attempting 
a codification of that entire body of law. For example, the 
comprehensive criteria set forth as necessary for an “informed 
consens" are seemingly derived from recent court decisions. 
Yet, among other things, it would appear from the statement 
thas a “representative” has unlimited legal authority to give 
Valid consent to the administration of investigational drugs to 
a chile or institutionalized incompetent person, etc., primarily 
Sor che accumulation of scientific knowledge. 


From the standpoint of proof it may be better, if the need 
es, for the physician to have the patient's consent in 
writing. However, the requirement that such consent shall be 

in writing exceeds existing legal requirements for a valid con- 
Sénc and constitutes an unwarranted interference with the practice 
oz secicine. The use of investigational drugs does not always 
involve unusual hazards, and it should be left to the physician's 
discretion as to whether a written rather than-an oral consent 


should be obtained. 


In providing thac the "patient's consent shall be obdtained 
in wrising bv she investigator.’ is it intended that written 
comsent shall be obtained only in the case of a patient but not 
a sudjecct? is it intended that written consent shall be obtained 
Srom a patient, but oral consent is sufficient when a representa- 
tive acts on his behali? Is it necessary that the patient's 
Written consent be obtained only by the investigator, or can it 
be obtained by someone else? Does the "fair explanation of all 
material information” have co be stated in the written consent, 
Oz will a simple statement of consent to the administration of 


the investigational drug suffice? 
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In our opinion, the policy statement exceeds the authority 
delegated to the Commissioner, contains ambiguicies which 
would result in confusion concerning the legal responsibilities 
of physicians in the investigaticnal use of new drugs, and is 
an unwarranted interference with the practice cf medicine. We 
urge, therefore, that ic be withdrawn. In any event, we request 
thac its effectiveness be stayed witil representatives of the 
various interested organizations and the FDA have had a full 
opportunity to discuss the statement and explore alternatives. 


Respectfully submitted, 


> = M. D. 
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DEPARTMENT OF HEALTH. EDUCATION, AND WELFARE 
PUBLIC MEALTH SERVICE 
ED MOCK VULE PRE 
SCTWEEDA. mo. mBts 


December 12, 1966 — 


: Heads of insticucious Receiving Public Health Service Grants 


Surgeon General, Public Health Service 


SUBJECT: Clarificszion of procedure on elintesl research and 
oes . investigacion iavolving bomen sub{ects 


e-a*+- 


ho canned cegere «8 Cenebes th, 2004, Ge Ge Gove ehien, % & 

¢larify issues raised by Public Bealth Service grentees and staff since 
the issuance by this office ef PPO $129, Revised, dated July 1, 1966, 

subject: “Investigations Involving tumen Subjects,. Including Clinical 
‘Research: Reqetvensans Sey favéar eo Snewse She Righas ot Tutsaye of 
,individuels. , 


This policy refers to all investigations that involve humen subjects, ‘in- 


cluding investigetions in the behevioral end social sciences. [t does not 


reflect a change in policy, but is « clarification only of the current 


hlbnss i dlsewt 


ee 
oP 
William H. Stewart, 4.D. 


Attachment 
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U. S. Public Healsch Service 
Division of Research Crancts 
Bethesda, Maryland 20014 December i2, 1966 


SUBJECT : Investigations Involving Human Subjects, Including 
Clisical Research: Requirements for Review to Insure 
the Rights and Welfare of Individuals: Clarification 


APPLICABILITY: All ?HS Grancs and Awards 


REFERENCE : FPO #129, Revised, July 1, 1966 


This report is to clarify issues raised by PHS grantees and staff regarding 
the meaning of the requirements.of PPO #129, Revised, July 1, 1966, sudject: 
“Investigations Involving Human Subjects, Including Clinical Research: 
Reqiirements for Review to Insure che Rights and Welfare of Individuals.” 


s policy refers to all investigations thst involve human subjects, 
ing investigations im Che behevieral end social sciences. The 


“ate conducted and for giving due consideration to pertinent ethical issues. 

Appropriate groups of associates within the institution, end outside 

consultants if needed, are to be utilized to provide the necessary reviey. 

‘“Tastitucions may designate separate groups in order to assure competence’ and 
7 independence. of review for particular sreas. 


The principles of this ‘policy apply most directly and comprehensively ia 
those instances of social, behavioral, end medical science investigations 
where a procedure aay induce in the subject am altered state or condition 
_ potentially harmful to his personal welfare. we cena oe me oe Me a the 

“edministration of drugs, the tequirement of strenuous physical exertics, 
and participation in psychologically or socially harmful ectivities are 

examples of experimental arrangements which require thorough scrutiny by 
institutional review groups. ‘Such procedures require continuing overview 
and full documentation for the record. 


Aside from the above types of procedures, there is « large range of 

social and behavicral research in which no personal risk to the subject 

is involved. In these circumstances, regardless of whether the investigation 
ia claseified as bebavicral, social, welical, or other, the issues of concern 
are the fully voluntary nature of the ¢ cilcipation of the subject, the 
maintenance of confidentiality of infeocmation obtained from the subject, 

and the protection of the subject from misuse of the findings. for example, 
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a major class of procedures in the social and behavioral sciences does no 
more than observe or elicit information about the subject's status, by 

weans of administration of tests, inventories, questionnaires, or surveys of 
personality or background. In such instances, the ethical considerations 

of woluntary participation, confidentiality, and propriety in use of the 
findings are the most generally relevant ones. However, such procedures 

way in many instances not require the fully informed consent of the subject 
or even his knowledgeable participation. In such instances full and specific 
documentation is necessary for the record. 


Many investigations in the social and behavicral sciences involve procedures 
designed to alter the etatus of the individual as, for exemple, étudies of human 
learning, social perception, or group effectiveness. In euch research the 
effects, if any, on the subject asy be transitory or even more or less 


permanent, but they aust be judged clearly sot to be haraful or not to 
involve the risk of harz. 


Whatever the nature of the investigation, the concern for the protection 
of the subject and for the assurance of voluntary rarticipation becomes 
most critical when the subject is sot of age or ccoupetence to make an 
adequate judgment in his own behalf. 


These are only some examples of issues which asy arise. The funderental 
point is that every project aust be consicered om am individual basis to 
clarify which, if any, such issues are present and to i«sure Chat these 
are adequately resolwed by the specific design of its procedures. For 
this reason, ic is essential that the grantee institution be responsible 
for the clarification end resolution of all ethical and other pertinent 
issues, The appropriate mechanism for this purpose is the utilization of = 
groups of associates, established at the institution to provide competent, 
.dadependenc review. Based on its ksowledgeable ecrutiny of the specifics 
of the investigation involved, such 4 review group can decide which issues 
are germane and escertain the adequacy of prowistons for protecting the 
rights and welfare of human subjects in research, the appropriateness of 
the methods used to secure informed consent, and the risks and potential 
benefics of the investigation. 


GRIGINATING OFFICZ: Office of the Director, Division of Research Crants 


APPROVED 3Y: Grants Policy Officer, OSG 


é Avtar Mm. Ole. 
Dace: Ja J 5 /és 


Index: Clinical Research 
Human Subiects: Behaviors. investigations 
Clinical -svestigations 
Medical Sc.ence investigations 
Social Science isvestigacions 
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"OAK RIDGE ASSOCIATED UNIVERSITIES CME 1D) 
Oak Ridge, Tennessee * 


Patient Admittance Agreement 


The Oak Ridge Institute of Nuclear Studies (ORINS) Medical 
Research Hospital is operated by Oak Ridge Associated Universities 
(ORAU) for the U. S. Atomic Energy Commission (AEC) for the conduct 
of certain clinical research programs. These programs are mainly 
in areas allied to the application of radiation and radioisotopes 
to medicine and other health sciences. 


I understand that I have been accepted as a patient for 
admission to the hospital, or as an outpatient, because my physical 
condition has been determined by the hospital staff to make me a 
Suitable patient for a currently active clinical research project. 


I further understand that while a patient at the research 
hospital examinations, treatments, and tests may be prescribed 
which are experimental in nature and I hereby consent to such ex- 
aminations, treatments, or tests. Notwithstanding the above, I 
reserve the right to a full explanation of any such proposed 
examination, test, or treatment and the right to withdraw my con- 
sent. 4d further reserve the right to withdraw completely should 
I find that I am unable to continue. 


I further understand that I can remain in the research hospitea 
only so long as I am needed for research purposes, and that I must 
be discharged when my participation in a study is completed end when, 
in the opinion of the hospital staff, my medical condition permits. 
In such event, I understand that ORAU, its officers, employees, and 
agents, cannot assume responsibility for any continued medical care. 


The above statements have been explained to me by the member of 
the Medical Division staff named below. I understand and accept the 
Statements. 


I have not been influenced in making this agreement by any 
Tepresentations or statements regarding improvement in my physical 
condition or the probable results of any treatments received, but 
instead expressly assume all risks incident to my hospitalization, 
care, and treatment. 


(patient's [Signature Medical Division starz memoer's 
signature 
“Patent or guepeian'S Signacure Date 


PATIENT ADMITTANCE AGREEMENT MeD-13(2-67) 
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QAK RIDGE ASSOCIATED UNTVERSIIIE S 


Oak Ricge,. Tennessee 
Consent to Experimental’ Treatment: 


Az authorize the performance. upon. 


| (ayye i= Or name oF parient) 
of the following treatment: . 


= 


mourns 


- o . .- e - 


(State nature or treatment) 


The nature and purpose of the treatment, possible alternative 
methods of treatment, the risks involved, and the possibilities. of 
complications have been explained to me. I understand that this 
treatment is not the usual treatment for my disorder and is therse- 
fore experimental and remains unproven by medical experience so 
that the consequences may be unpredictable. 


pate: & : —— 
(Patient or person authorized to 
consent for patient). 


. 
- ° - > 


é 


WITNESS: ¢ 


I have talked with 


= : about 
: " Name _——_ 
the propesec course of treatment to be given : 
° - * - . Fons hy ; Nam é - 
inclucing the following: * , a ae. * 3. - 


7 
aw x bd 


Physician “Dace 


*Physician should indicate experimental drugs, radioisotopes, 
radiation therany, and/or possible placebo or sham therapy. 


CONSENT TO EXPERIMENTAL TREATMENT MED-1-46(¢ 
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OAK RIDGE. ASSOCIATED UNIVE ERSTTIES © 
Oak Ridge, Tennessee 


Authorization for the Administration of Radioact tive hi dibind 


I hereby authorize the staf of the ORINS Medical Division to 


administer to the following radic- 
active substance 
Nuclide "Chemical 
Dose Route or administration 


The purpose of this procedure has been explained to me as being: 


“a 
e 
= 


——— — 


Its relevance to my condition, the risks and any. possible alternative: 
have been explained to me. 


Name of patient —— 


Dace eel fm 
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2-7. Navy Laboratory 


Researci} 
(8) Objectizes— Lhe prisipal objectives or 
the Nasy Laboratuss Funds Peograns are to en- 
hame the competence of « laburators, permit 


Pauds (Independes: 


if te Krow im scientite stazurs, improve its ability 


Cy attract comperen: investiquiers: imitiaze chai- 
lenging work amu! ultimaces improve its capa- 
bility to make new ideus and fresh approaches 
par off in terms of its directed programs. 


(2) Fuads.—Subject to the current availability 
of funds, BUMED will provide major research 
and development cummaad activities with Navy 
Laboratory Funds tu conduct independen: re- 
search. The Funds wil! 5e furnished to provide 
flexibility for the investigation of new ideas 
generated during the vear for which there is 
M0 provision for fundinz in the formal . 
The Navy Laboratory Funds will be in addition 
to those provided for approved or assigned work 
waits, and since they are primarily to augment 
aad exploit technical competence, they shall nor 
be used to make up desicits in directed parts of 


the progrem, nor normally to sponsor contract 


wit 


(3) Consrols.—Prior BUMED approval is not 7! 


required for studies undertaken with these funds. 


The 

direct the use of these funds and may set 
up 2 board of senior investigators to assist him 
ig the selection of studies to be conducted. These 
studies should normally have a 2-year limitation. 
to be extended onir with specific BUMED ap- 
proval. Projects showing promise shall be in- 
corporated inco the regular research or develup- 
ment program at any time by submitting them 
&$ @ proposal in accordance with article 4). 


(4) Report—Activities provided Navy Labo- - 


commanding ofcer of the laboratory will ~ 


KESPAQICHE AND? DEWELOPASEN | 
ee 


- Ov 2 volunteer basis oni. 


- tor! Srv? 
Ry ow’: 
2-: 


naard to the subjects are forindscca exce_ 

this Stude or experiment, and ite use ¢. 
vulutinas human subjeczs. nas bees sprrue. 
bv the Sevretars of the Navy. Such scudics 
expermments shail br approved via their chais 
ot command. In each case the experimental 
sign and melicai support shall be reviewed a 
the Chief, BUMED. w determine the adequacy 
of tie safety factor. 


(29 bolunseer Poliey.—Participation shiz! 


Volunteers, after cull 
intusmativn, shall consent io writing but sai! 


usual : 


Wiles! 


- nue be required co execute a release trom future 


 ‘liabality for segligence attributable to the Navy. 


ratory Funds shall submic a lecter report, Reporz 
of Independent Research Funds ( rt Symboi 
MED 3920-1), to reach BUMED \ e¢ 71) no . 


lacer than 15 Juiy each year. 
period shall be che fiscal vear in which funds 
are received. The content of the report shail 
include the iden:incation of studies undertaken, 
progress or resuis, and obligations and expenii- 
tures against che studies. 


—— 
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20-8. Use of Volunteers in Medical or + Otk 
Hazardous Experiments 


(1) Approts..—Experimental studies of a med- 
ical nacure or experiments which pose anv un- 


The reporting 


| 
/ 
, 
af 
| 
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(3) Adsmsmastratire Prucedures.—Requests for 
<p eS Seen w sunhees fer Gasien o 
other poteanially hazardous experiments shail 
be submitted in accordance with SECNAV Io- 
roy he kD og ny bmg 
mav be promulgated lesser authoritr 


(4) Record.—-For each instance a statement 
shall be entered in the individuai’s media! rc- 
ord indicating the work-unit umber ani title. 
and a sotation of the physical and/or psycho- 
logical effect, or lack of same, resulting from the 


1. All aspects of investigative prosrams involving 
the use of laboratory animals sponsores Sy DoD Com 
ponents will be sccording :o the principics 
enw — in the “Guide for Laboratery Anima! Facili 
tes and Care.” (ref. (c)). This gusce represents the 
views of the American professional sroum in the life 
sorences. 

2. Laboratory staffs and facilines shail in ail cases 
be sufficient co meet the high stancarss desired. includ. 
12g the provision of all necessary support services such 
a* veterinary care and trained service personnel, anc 
. 20-5 

Change 36 


4 Meares .-<. 


7 Mank (94) "| 


Sa 


MANUAL OF THE MEDICAL DEPARTMENT. U.S. NAVY 


Puekw Use off Volunteers ir Medica. or Owner Hazardous 
Experiments 


il) ADprova:. — Experimental siudies of a medical nature 
ur experiments which pose any unusual hazard to the subjects 
are forbidden except when the studr or experiment, and the 
use of volunteer human subjects. has been approved by the 
Secretary of the Navy. Such studies or experiments shall be 
approved via their chain of command. in each case the 
experimental! design and medical suppor: shall be reviewed by 
the Chief. BUMED. to determine the adequacy of the safety 
factor. 


_ - (2) Volunteer Policy — Participation shall be on a volunteer 

basis only. Volunteers, after full information, shall consent 
in writing but shall not be required to execute a release from 
future liability for negligence attributable to the Navy. 


(3) Administrative Procedures. — Requests for the use 
of volunteers as subjects for medical or other potentially 
hazardous experiments shall be submitted in accordance with 
SECNAV Instructions and such implementing Instructions as . 
may be promulgated by lesser authority. 


(4) Record. = For each instance a statement shall be entered 
in the individual’s medical record indicating the work-unit sumber 


and title. and a aotation of the physical and/or psychological 
effect, or lack of same, resulting from the investigation. 


Change £6, 7 March 1367 
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UNITED STATES GOVERNMENT DEPARTMENT OF HEALTH, EDUCATION, AND WELFAR 


Memorandum 


SUBJECT : 


PUBLIC HEALTH SERVICE 


: See list below DATE: October 30, 1967 


-perque ten, Willams 4 Memo? 


PHS policy for intremural programs and for contracts when investigations 


-imvolving human subjects are included 


‘I. Introduction 


Advances in health depend on the creation of new knowledge. The Public — 
Health Service conducts and supports research in medicine, in the health 
sciences and in the sciences related to health to obtain this knowledge. 
Some of this research can be dome in the test tube and laboratory animals, 
but man himself is the ultimate necessary subject of study in the clinical 
phases of medical research, in most social and behavioral research and in 
epidemiologic and other public health research. The use of human beings 

as subjects in research poses problems for the investigator and his insti- | 
tution. The principles which follow reflect the present position of the 
Public Health Service and apply to intramiral programs and to contracts 

(a statement of policy applicable to extramral programs was issued in 

PHS Policy and Procedure Order No. 129, revised July 1, 1966, supplemented 
December 12, 1966, and January 24, 1967). 


Each Bureau Director*, having responsibility for intramiral progrems and 
for contracts, shall file with the Surgeon General a description of the 
policy and procedure that his Bureau will follow in adhering to these 
principles. The Bureau Director shall report to the Surgeon General all 
subsequent changes in this policy and procedure. 


"Reference is to all Directors who report directly to the Surgeon General, 

@.g., those of the Office of Comprehensive Health Plarmming and Development, 
OSG, the National Center for Health Statistics, and the National Library of 
Medicine. 


Director, Office of Comprehensive Health Planning and Development, OSG 
r, Bureau of Disease Prevention and Environmental Control 

Director, Bureau of Health Manpower | 

Director, Bureau of Health Services 

Director, National Center for Health Statistics 

Director, National Institute of Mental Health 

Director, National Institutes of Health 

Director, Neticnal Library of Medicine 

Assistanz General Counsel (Public Health Division) 


= a a 


, 
COST REDUCTION PROGRAM ~ 


— 
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Il. Intramural Programs 
A. The Subsect. | 
The welfare of the individual is paramount. 
1. Health and Safetv. 


a. The subject mst have available to him the facilities and 
professional attention necessary for the protection of his 
health and safety. 


b. The health and safety of persons other than the subject, if 
' @mdangered by the research procedures, must be protected. 


a. Respect for the subject's privacy, acta comfort and 
legal rights is essential. 


b. The individual mst be free to mske his own choice whether 
to be a subject in research. His participation shall be 
accepted only efter he has received an explanation of the 

, benefits, hazards and discomforts, and, suited 
to his comprehension, of the reasons for the study and its — 
general objectives. He mst be informed of his right to 
withdraw from the study at any time. An explanation so . 
detailed as to bias his response or otherwise to invalidate 
findings is not necessery in those behavioral, social, 

- epidemiologic and demographic procedures that involve no 
risk of harm to the subject. 


¢. The considerations that relate to the particular situations 
in which the subject's fully informed consent may not be 
desirable or necessary ere described in Sections IIE1, 4 
5 and 6, below. 


B. The Research. 


1. Excellent clinical and other research in man is to be encouraged. 
Achievement of -excellence ires sound and creative scientific 
design which incorporates effective measures for ensuring that the 
potential benefits to the subjects and the importance of the 
knowledge to be gained outweigh the inherent risks to the health, 
safety, comfort and rights of the subjects. Investigations shall 
be designec to preclude nondiagnostic or nontherapeutic procedures 
with inherent likelihood af death or of serious or permanent 
mental or physical impairment of the subjects. 
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= 
Mzic> Categcries of Subiects in Research. 


2a. Patients: Individuals who come to a physician or dentist 
r acvice and care. 


Studies with patients may be classified as: 


(1) Diagnostic, therapeutic, or preventive in intent, 
which help the physician or dentist to understand 
and take care of the patient or to understand and 
take care of his relatives when it is appropriate 
to. investigate the familial nature of a disease 


(2) Designed to elucidate basic mechanisms of the patient's 
disease process but not resulting in direct or early 
benefit to the petient 


(3) Not intended fer the direct benefit of the patient-- 
and not directly related to his disease (the patient 
in such a study serves in a role similar to that of 
@ normal volunteer). 


b. Normal Volunteers: Individuals without known significant 

-- . disease «no have volunteered to participate in research 
in a clinical setting (hospital, clinic or other place 
where petients receive medical or dental treatment) or 
to parvicipete in evaluative studies designec to improve 


_ +, the health of the public (e.g., studies of vaccine develop- 


-ment or nutrition). 


c. Other Reseerch Subjects: Individuals who participate in 
studies not condu in a clinical environment (examples 
include certain studies in the behavicral and social 
sciences, epidemiology and demography). 


4 


C. Review and Approvel. 


1. 


All proposed investigetions shall be reviewed, for adherence to 
the above principles, by other than those directly involved in 
the conduct of the research. The depth of review and the ad- 
ministrative level of consideration and approval must be .com- 
mensurate with the character of the research and with the 
magnitude of the benefits and hazards to the subjects. 


Examples of appropriate levels of review and approval for several 


broad categories of clinical and other research including human 
subjects are sez forth in Section IIE, below. In general, the 
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approval of a project involving a normal volunteer or of a 
project involving 2 patient when the project is not intended 
for his benefit shall be at the level cf the Bureau Director. 


2. The review of proposed investigations shall include group 
' Consideration of the following: 


a. The scientific merit of the proposal, inclucing its 
research design and the importance of the knowledge 
to be gained 


b. The qualifications of the responsible investigator 
(defined below) and the adequacy of facilities and 
other resources for both the work to be done and the 
protection of the subjects 


* The risks to the subjects 


d. The adequacy of the procedures for securing informed 
consent from the subjects 


e. The adequacy of measures for the protection of the 
' health, safety, comfort and rights of the subjects. 


3. The review, by committee, specialized panel or cther group 
structure, must assure that the judgments about the investi- 
gator and his proposal are determined by several persons and 
are objective, competent and valid. 


4. Significant changes in protocol and emergent problems of in- 
vestigation, particularly changes or problems that may affect 
the health, safety, comfort or rights of the subjects, shall be 
brought to the attention of the review group involved. 


D. Resvonsibility. 


1. The immediate responsibility for the welfare of human subjects 
in research rests with the person in charge of the design and 
conduct of the research (responsible investigator). 


a. The purely medical or dental aspects of a research project 
shall be under the supervision of physicians or dentists 
who are specifically, rather than generally, qualified to 
assume responsibility for the health of the subjects. It 
is the responsible investigator or his designee who mst 
inform the subjects about the project and seek their informed 
consent to parvicipate. He must take effective action when 
significant pathology is observed during an investigation, 
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regarcless of the relationship of the pathology to the 
inveszigezion. Illustrative of such action is treatment, 
if the investigator is the appropriate and qualified 
therapist, or notification of the patient or his physician 
or dentist. 


b. The responsible investigator must be qualified to conduct 
his project. These qualifications must be examined in 
detail; special training end experience may be more im- 
portant than formal credenvials. 


c. A PHS emplovee, detailed co 2 non-PHS organization where 
he is responsible for an investigation involving human 
subjects, shall comply with PHS policy to the extent this 
policy dees not conflict with that of the sponsoring organ- 
ization. He mst, however, assure that the procedures of 
his imvestigetion reflect standards of ethics and of other 
concern for the individual that are no less rigorous than 
those of the PHS. (Section III, below, states the relevant 
PHS policy for contracts, and PHS PPO #129, revised, for 


grants.) 


The Bureau Director or his. designee is responsible for determining 
the particular mode of group -seview, for selecting the membership 
of the group, and for acting on the group's recommendations for 
approval, disapproval or modification cf proposals. 


Existing lines of authority within the Bureau shall be used to 
assure adherence to these principles and to assure effective con- 
munication between review groups and investigators. 


Written records shall be mainteined of the review and of other 
deliberations of the groups appointed for the review. 


E. Special Considerstions. 


1. 


Research consisting of observations made during the administration 
of accepted health care procedures may require no more than review 
in discussion by the investigetor responsible for the project with 
colleagues, including supervisory personnel not personally involved 
in the study. Ward rounds, conferences, or staff meetings provide 
appropriate occasions for this type of review. The need to obtain 
informed consent is determined by the specific procedures involved 
in routine practice; consent is often net required for observational 
research. | 


1 BEST COPY AVAILABLE 


- 6 « 


2. Research deviating from accepted medical or dental practice 
(certain studies referred to in Section I7B2a(1)) shall be 


4. The review of research in the social and behavicral sciences and 


additional special considerations. may be desig- 
nated to assure competence and independence of review for particular 
areas. 


In much of such research there is no personal risk to the subject,. 
and the issues of concern are the fully voluntary nature of the 
participation of the subject, the maintenance of confidentiality 
of information obtained from the subject, and the protection of 
the subject from misuse of the findings. For example, « major 
class of procedures in the social and behavioral sciences does 

mo more than observe or elicit information about the subject's 
status by means of tests, inventories, questionnaires or surveys 
of personality or background. In saoh instances, the ethical 
considerations of volumtary participation, confidentiality and 
propriety in use of the findings are the most generally relevant 
ones. The procedures may in many instances not require the fully 
informed consent of the subject or even his knowledgeable partici- 
pation. In such instances full documentation is necessary for 
the record. 


Some investigations in the social and behavioral sciences involve 
procedures designed to alter the status of the individual, as, 

for example, studies of human learning, social perception or group 
effectiveness. In such research the effects, if any, on the 
subject may be transitory or enduring but must be carefully as- 
sessed for their possible harmfulness. 


5. Whatever the nature of the investigation, the concern for the 
protection of the subject and for the assurance of voluntary 
participation is essenvia. anc becomes mos= critical when the 
sudjec= is not of age or competence to make an adequate judgment 


A. 


-_ 
_- | = 


im his own behalf. Studies involving children, the mentally ill 
or the mentally es shall be carried out only when there 

no significant risk cf physical or mental harm to the subject 
when direct benefit to the mss is anticipsted. The specific 
issues shall be considered dy*a wy Rng a A All 


t 


sponsible authority shall be required in all cases. Written 
informed consent of the individual shall also be required except 


adzinis=retion of accepted health care procedures that do not 
“Yecuire specific informed consent in ordinary practice. oa 


Iti. Precedures for Contracts 


Any research contrac= likely to require the use of human subjects in 
carrying out the contract shall be reviewed, prior to final approvel, 
by an appropriate group (see Section IIC) to determine the performer's 
capability for meeting his responsibility to protect the rights and 
welfare of the research subjects. The contract shall contain pro- 
visions clear that the performer is responsible for protecting 
the rights welfzre of the research subjects and for conducting 
the work carefully and prudently. 


If the prospective performer is a grantee who hes given and has had 
approved by the PHS an assurance in accordance with PPO #129, revised, 
relating to investigations involving human subjects, the contract 
shall reouire that the work be conducted in accordance with that 
essurance. 
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AMM 7170-1, Human Research Planning and Approval, sets forth general 
policy and procedures for the planning and approval of research involving 
human Sunjects. 
e FILING INE TRUCTIONS 
insert the attached in the NASA-Ames Management Manual. 
43 Freeman 
Assistant Director for Administration 
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PURPOSE 
This article sets forth general policy and procedures for the planning and 
approval of research involving human subjects. 


APPLICABILITY 
ee 


This article applies to all human.research conducted for or on behalf of 
Ames Research Center by: 


a. Any officer or employee of the United States or any other person, en- 
tity, or institution. 


b. Any NASA contractor, subcontractor (at any tier), or grantee, to the 
extent that this article ls incorporated, by reference or otherwise, in 
the relevant contract, ‘Subcontract, or grant. 


AUTHORITY 


. Section 203(b)(1) of the National Aeronuatics and Space Act of 1968 as 


amended, 42 U.8.C. 2473(b)(1). 
DEFINITION: "HUMAN RESEARCE" 


Notwithstanding other technical usage, the term'"Human Research," for 
purposes of this article, means any test, experiment, or other evaluation 
procedure in the course of which, or as a result of which, a human sub- 
ject may be exposed to conditions which could reasonably be expected to 


cause distress, pain, impairment of health, physical injury, personality 
or emotional disorder, or death. 


RIGETS OF SUSIECTS 


Apart from the obtaining of a proposed subject's consent in accordance 
with paragraph 6, no subject shall be asked to waive any rights that may 
arige in connection with any injury, lows, or death suffered. by the subject 
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as a result of human research. 


6. GENERAL PROCEDURAL REQUIREMENTS FOR HUMAN RESEARCE: 
WAIVERS 


&. 


Except as provided in subparagraph 6b, ali human research within the 


scope of this article shall be conducted only in accordance with the pro- 


ceduras set forth in paragraphs 7 through 12. 


In some instances of human research, the requirements set forth in 
this article may, for various reasons, not be necessary to protect the 
subject of such human research. In such instances, upon the request 


of the principal investigater, the Director may, at his discretion, waive 


some, or all, of the requirements contained in this article. Moreover, 


2 sthe Director may, at his discretion, categorically waive the require- 


ments of this article, in whole or in part, with respect to classes.of 


trained persons who knowingly follow a specialized calling or occupation 


which is generally recognized as hazardous including, by way of de- 
scription but not limitation, the callings of test pilots and astronauts. 
Nothing contained herein, however, shall be construed as authorizing 
the use cr employment of any person for any purpose if there exists 


a likelihood that such employment will result in serious cr permanent 
injury or death. 


7, EXAMINATION OF SUBJECTS BY FEYSICLANS 


a. 


No human research shall be conducted unless a physician, having been 
informed of the nature of the proposed human research, finds the sub- 
ject medically qualified therefor. Such finding shall be based upon an 
examination of a nature and scope believed by the physician to be 
reasonable under the circumstances. 


At the conclusion of the human research, the-subject shall be : re- 
examined by a physician. 


A report of the results of such examination and re-examination shall 
be promptly forwarded to the Director. 


&. VOLUNTARY INFORMED CONSENT 


a. 


Except as provided in subparagraph 8b: 


(1) Ne human research may be conducted unless the subject volun- 
tarily agrees to participate in the human reseerch, has freely 
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given his informed consent in accordance with this subparagraph 6a. . 
and has the legal capacity to so consent. 


(2) No consent given by a subject shall be deemed informed unless, 
prior to the giving of consent, the proposed human research is 
explained to the subject in language understandable to him. Such 
explanation must include the nature, duration, and purpose of the 
human research; the manner in which it will be conducted; and all 
foreseeable risks, inconveniences, and discomforts to the subject 
that might result from the conduct of the human research. If the 
nature of such risks, inconveniences, or discomforts is not known, 
this fact must be made known to the subject. In addition, the sub- 
ject must be informed that he may withdraw from the human re- 
search at any time, or if this is not in fact the case (because the 
circumstances of the experiment make such withdrawal unwise, 

vn dangerous, or impossible), he must be so advised. 


(3) A subject must give his consent in writing in such form as will 
indicate that he has been fully informed of, and voluntarily accepts, 
the risks, inconveniences, and discomforts which may be involved. 


(4) A person who is @ minor cr who is without legal capacity to give —~ 
his voluntary informed consent shall not be a subject of human re- 


search without specific authorization in writing signed by the NASA _- 
Administrater, — 


b. The Director may waive some or all of the requirements of subpara- 
graph 8a if he determines that, due to the requirements of the proposed 
human research (e.g., necessity that the subject be unaware that he 
is participating in an experiment; nature of experiment requires use of 
minors when otherwise guthorized), such research would be seriously 
hampered by any of the requirements of subparacraph 6a. 


9. PROTOCOLS: AUTHORIZATION OF HUMAN RESEARCE BY THE DIRECTOR 


a. No human research within the scope of this article may be conducted 
unless: 


(1) The principal investigator has submitted to the Director a protocol _ 
prepared in accordance with Attachment A. 


(2) The Director, after considering the protocol of the principal in- 
vestigator, authorizes the human research. 


b. In determining’ whether the proposed human research should be authorized, | 
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PURPOSE 


This article sets forth general policy and procedures for the planning and 
approval of research involving human subjects. 


APPLICABILITY 


> 


This article applies to all human.research conducted for or on behalf of 
Ames Research Center by: 


a. Any officer or employee of the United States or any other person, en- 
tity, or institution. 


tb. Any NASA contractor, subcontractor (at any tier), or grantee, to the 


extent that this article ls incorporated, by reference or otherwise, in 
the relevant contract, subcontract, or vrant 


AUTHORITY 


. Section 203(b)(1) of the National Aeronuatics and Space Act of 1968 as 


amended, 42 U.S.C, 2473(b)(1). 
DEFINITION: "HUMAN RESEARCH" 


Notwithstanding other technical usage, the term’'"Human Research," for 
purposes of this article, means any test, experiment, or other evaluation 
procedure in the course of which, cr as a result of which, a human sub- 
ject may be exposed to conditions which could reasonably be expected to 


cause distress, pain, impairment of health, physical injury, personality 
or emoticnal disorder, or death. 


RIGETS OF SUSIJECTS 


Apert from the obteining of a proposed subject's consent in accordance 
with paragraph 6, no subject shall be asked to waive any rights that may 
arise in connection with any injury, loss, or death sutfered.by the subject 
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as a result of human research. 


6. GENERAL PROCEDURAL REQUIREMENTS FOR EUMAN RESEARCH: 
WAIVERS 


a. Except as provided in subparagraph 6b, all human research within the 
scope of this article shall be conducted only in accordance with the pro- 
ceduras set forth in paragraphs 7 through 12. 


bs, In some instances of human research, the requirements set forth in 
this article may, for various reasons, not be necessary to protect the 
subject of such human research. In such instances, upon the request 
of the principal iavestigater, the Director may, at his discretion, waive 
some, or all, of the requirements contained in this article. Moreover, 
,, the Director may, at his discretion, categorically waive the require- 
~* ments of this article, in whole or in part, with respect to classes of 
trained persons who knowingly follow a specialized calling or occupation 
which is generally recognized as hazardous including, by way of de- 
scription but not limitation, the callings of test pilots and astronauts. 
Nothing contained herein, however, shall be construed as authorizing 
the uge cr employment of any person for any purpose if there exists 


a likelihood that such employment will result in serious cor permanent 
injury: or death. 


1, EXAMINATION OF SUBJECTS BY FHYSICLANS 


a. No human research shall be conducted unless a physician, having been 
informed of the nature of the proposed human research, finds the sub- 
ject medically qualified therefor. Such finding shall be based upon an 


examination of a nature and scope believed by the physician to be 
reasonable under the circumstances. 


b. At the conclusion of the human research, the subject shall be: re- 
examined by a physician. 


c. A report of the results of such examination end re-examination shall 
be promptly forwarde< to the Director. 


&, VOLUNTARY INFORMED CONSENT 
2. Except as provided tn subparagraph 8b: 


(1) Ne human research may be conducted unless the subject volun- 
taxily agrees tc participate in the human reseerch, has freely 
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‘the Director will consider, among other things, whether: 


(1) The importance of the objective of the research outweighs the inher- 
ent risks te the subject. 


(2) The subject of the human research will be unecessarily exposed 
to risk of injury, discomfort, er inconvenience. 


(3) The subject or his representatives will receive adequate compensa- 
tion, by reason of insurance, workman's compensation, or the like, 
in the event the subject suffers any loss, injury, or death as a re- 
sult of the human research. 


10, ADVISORY BOARDS 


ii. 


The Director may, at his discretion, appoint a board to advise him as to 
matters within the scope of this article. 


LEGAL AND MEDICAL REVIEW 


A cbpy of the protocol to be submitted to the Director in accordance with 
paragraph 9, or weiver requests submitted pursuant to paragraphs 6 and 
8b, shall be submitted through the Chief Counsel and the Chief, Medical 
Office. 


2. REPORTS OF INJURIES AND CEANGES IN PROCEDURES 


The principal investigator of human research within the scope of the article 
shall immediately inform the Director in the event of: 


a Any injury to ¢ subject. 


b. Any deviation from the procedures set forth in the protocol submitted 
_ pursuant to paragraph 8. 


13, DISTRIBUTION 


ADSL»10 


E. Julian Allen 
, Director 
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ATTACHMENT A 


“The protocol to be submitted to the Director in accordance with paracraph 9 
shall provide the following information: 


1. The title of the proposed research. 


2. Name of organization conducting the research or for which the research 
is being conducted. 


3. Name and qualifications of pri tnétpal inves itigator ‘(aid of ‘co-investigators; 
if any 


25% Name and qualifications of persons who will conduct the human research 
(unless covered in item 3). 


5. The purpose of the research, including an explanation of why the use of 
human subjects is required. 


6. The plan of study. 


7, Historical background of the research, with references to pertinent 
scientific literatsre. This should include a discussion of relevant prior ~* 
research using humans and/or animals. 


8 Proposed safety precautions. 


9, + duration of the study. (Give approximate beginning and ending 
dates. 


10. Expected number: of subjects to be used. 
li. The source from which subjects are expected to be obtained. 
12, Criteria to be used in selecting subjects. 


13. Possible inconveniences, discomforts, pain, and risks to the subject the 
research may present. 


14. Will the subject be tree to eundren from the research at any time? Xu 
net, when and why. 


15. Wage, Salary, or other payment, if any, te be paid to the subject. 
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” ATTACEMENT A 


i 16> Source (Federal or state compensation acts, insurance, other) and generali 


description (include examples of dollar amounts) of compensation, if any, 
to be received by.a subject or his representatives in the event of injury. 


17. Availability of a physician during the research. (Indicate whether a physi- 
cian will be present at all times; if not, the:location of the nearest physi- 
cian(s) during the performance of the research. ) 


18. What information concerning the human research is intended to be commu- 
nicated to the subject. (Include information to be communicated to the 
subject in the course of obtaining his consent. See paragraph 6 of the 

+ article. } 


19. The proposed form of consent the subject will be asked to execute. 


20. Ifa determination pursuant to paragraph 6b or 8b has been, ieee 
requested, the protocol should so indicate. 
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= (AR 340-15) 
REFERENCE OR OFFICE SYMBCL SUasECT 
CRDLS | Research Use of Human Subjects 
4 
to TSG from CRD DATE ime cut t 
ATTN: Spec Asst for R&D COL Ley/43331 


1. The staff study attached as Inclosure 1, subject: Review of Depart=ent of the 
Army Policy on Use of Human Subjects in Research, dated 7 January 19°9, i: forwarded 
for information and comment. 


2. This study was prepared by COL H. L. Ley, Jr., MC, during ACDUIRA after review of 
both ARO and AMEDD files on this subject, and discussions with COLS Plough and 
Rosenberger of your Command. 


3. I am in agreement with the Conclusions of the study, and consider that it is 
desirable for AMEDD to initiate minor changes in review procedures for research pro- 
jects involving the use of human subjects. Your specific recommendations are 
requested regarding the following points: 


a. Which of the three possible courses of action outlined in para 5b of the study 
is considered most desirable? 


b. Would you recommend the change in approval authority for use of radioisotopes 
presented in para 5f of the study? 


c. Would you consider the Contract Review Board, appropriately renamed, a satis- 
factory instrument for medical-legal review of all research involving human subjects 
to insure that appropriate consideration is given to the rights of the individual? 


FOR THE CHIEF OF RESEARCH AND DEVELOPMENT: 


(5/ 
1 Incl DONALD L. HOWIE 
Staff Study Colonel, GS 


Chief, Life Sciences Division 


—— 
I TY A ~~ _— 
iy} PLACES OD FORM CS, EXITTING SUPPLIES OF WHICH WILL SE 
DA ‘ An PACS seeder A Hee A eT el f EE FR 1 CER COANER Ou RTE TER «(FUE COTERMELCT OUTING OFFTEE ; 1999 O— 7? 
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MEMORANDUM FOR: COLONEL HOWIE 
SUBJECT: Report of ACDUTRA 


1. A Staff Study, subject: Review of Department of the Army Policy 
on Use of Human Subjects in Research, dated 7 January 1969, is sub- 
mitted as a report of ACDUTRA for the undersigned, see Inclosure 1. 


2. The study contains two recommended actions, one of which can be 
initiated immediately and the second after completion of the first. 


3. It has been a pleasure to work on this problem, which I believe is 
an excellent example cf the kind of study well suited to Mob Des 
appointees. Your staff, professional and secretaries alike, have been 
most helpful in making it possible to complete the study in the two 


week period of duty. 


1 Incl HERBERT L. LEY, Jr. » C 


Staff Study Colonel, MC 
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7 January 196° 


SUBJECT: Review of Deperteumt of the Army Policy on Gee of Iker 
Subjects in Research 


potential problez ereas that Di ghould consider in further 
its policy. 


2. ASSUMPTICNS. 


@. The present climate of public opinica vagerding the use of 
eubjects in research will continue for 


with the spirit of the revised PES policy. 


©. CGarrent DA policy is outliaed in the following three Aruy regulations: 


(1) AR 70-25, Use of Vol:cateers as Subjects of Research, dated 
26 Mer 62, see Annex A. 


(2) AR 40-7, Clinical Use of Lowestigational Drugs, dated 2) 
Jul 67, see Annex B. 
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b. Present MEDC policy regarding review of research contracts and 
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@ year or two sfter the new PES requirements are accepted by the scientific 
end eedical comm:nitices. 


ce. 42 4-7 should be reviewsd for possible revision ia the following 


(1) A clearer delineation of the respective respoasibilities of 
mpc, AIRS, PD and GPA in the review and epprovsl of investigstionsl 
drug studies. 


(2) A desision whether the thrust of this regulstion is “{avestigs- 
tiens” og “imvrestigationsl drug studies." 


(3) A delinestica of the approval euthority for investigational 
studies of marketed vs. non-epproved drugs. 


(4) A reevelustica of the approval requirements of Phase I end II 


AR's 70-25, 40-7, and 40-37 end 
for DOD iesuence. 


f. Consideration should be given to formally revising CRD policy 
regarding epprevel eutherity for we of radicisotopes as follows: 


(1) Theat all studies in wolunteers of hazards of by products or 


(2) That all other etudies icwolving use of redicisotopes in 
volunteers be referred to CRD for appreval. 


(3) ‘hat ell other studies involving use of radicisctepes in 
patients be referred te T9G for approval. 


6. ACTICN RECwOsmeD. 
a. That the DP attached as Annex I be signed to transmit this study to 


AMEDD for information and comment, perticularly in regerd to the choice 2: 
options listed in para Sb. 
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Article The following enumerated Principles, Policies and Rules of The 


Surgeon General, Department of the Army, relating to the use of Human Volunteers 
in Medical Research are incorporated in and made a part of this contract: 


1. The voluntary consent of the human subject is essential. This means 
that the person concerned: , 


a. Should have legal capacity to give consent. 


b. Should be so situated as to be able to exercise free power of 
choice, without intervention of force, fraud, deceit, duress, over-reaching, 
or other form of constraint or coercion. 


¢. Should have sufficient knowledge and understanding of the 
experiment to enable him to make en enlightened decision, on the basis of 
explanation given to him as specified below: 


d. Should state his consent in writing, signed in the presence of 
at least one witness who shall attest to such signature in writing. 


2. Each individual who initiates, directs or engages in the experiment 
has a personal duty and responsibility for ascertaining the quality of the 
volunteer's consent. | 


3. Before the acceptance of consent of the volunteer, he must be given 
adequate explanation. He should be informed of the nature, duration, and 
purpose of the experiment; the method and means by which it is to be conducted; 
all inconveniences and hazards reasonably to be expected; and the effects upon 
his health or person which may possibly come from his participation in the 
experiment. 


4. The experiment should be such as to yield fruitful results for the 
good of society, unprocurable by other means of study, and not random and 
unnecessary in nature. 


5. The number of volunteers used must be kept at a minimum consistent 
with the requirement of a fruitful experiment for the good of society. 


6. In order tha: the anticipated results will justify doing the experi- 
ment, it (the experiment) should be designed and based on the results of 
animal experimentation and a knowledge of the natural history of the disease or 
other problem under study. 


7. The experiment should be so conducted as to avoid all unnecessary 
physical and mental suffering and injury. 


8. No experiment should be conducted where there is a prior reason to 
believe that death or disabling injury will occur. 


9. The degree of risk to the volunteer should never exceed that determined 
by the humanitarian importance of the problem to be solved by the experiment. 


10. The experiment should be conducted only by scientifically qualified 
persons (including an adequately trained physician) who shall be required to 
exercise the highest degree cof skill and care throughout the experiment. Com- 
petent consultants should be available on short notice in this connection. 
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ll. Adequate preparations should be made and adequate facilities provided 
to protect the experimental subject against even remote possibilities of injury, 
disability or death. This includes hospitalization and medical treatment as may 
be required. ; 


12. The human volunteer subject should be at liberty to bring the experi- 


ment to an end if he feels that it is impossible for him to continue under the 
test. . ; 


13. The scientist or physician in charge must be prepared to terminate the 
experiment at any stage, if he has probable cause to believe, in the exercise of 
the good faith, superior skill and careful judgment required of him that a con- 
tinuation of the experiment is likely to result in injury, disability, or death 
te the experimental subject. 


14, Established policy prohibits the use of prisoners of war in human ex- ~ 
perimentation. They will not be used under any circumstances. 


15. Agents used in research must have the following limiting characteristics: 


a. Controllable lethality 
b. No serious chronicity anticipated 
¢. Effective therapy available 


'd. Adequate background of animal experimentation. 
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CRD/N l December 1965 
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MEMORANDUM FOR RECORD 


SUBJECT: Approval for Requests for Use of Human Volunteers in Research 


1. References: 
-a. AR 70-25 


b. Telephone call, 29 Nov 65, from Lt Col Frank Taylor, GS, XO, 
DAR, to undersigned. 


c. Meeting, 30 Nov 65, with Lt Col Taylor, Lt Col W. F. Williams, 
Asst Exec, OCRD, and undersigned. 


2. By ref lb, the question was raised as to the authority of Chief, 
Life Sciences Division, to sign "For the Chief of Research and Development” 
in certain cases involving use of human volunteers in research. The 
question had arisen in the Office of the Executive, OCRD, during review of 
the reading file and involved human volunteers in medical research. 


3. Ref la, paragraph 6, states that "The Surgeon General will review 
the proposal and forward it with his comments and recomendations on medical 
aspects to the Chief of Research and Development for approval: Paragraph 6 
further indicates that cases involving nuclear chemical or biological (NCB) 
experiments require Secretary of Army approval. Discussions with Chief, 

Life Sciences Division, revealed that in the development of the human 
volunteer program in the period 1955-1956, the authority to sign "For the 
CRD” was delegated to Chief, Life Sciences Division, in all cases except NCB. 
A search of the files did not uncover written authority. However, in view 
of the system of file retirement this is not considered unusual. 


4. By ref lc, the material contained in sara 3 was discussed. It was 
agreed that the present procedures would be followed in all cases with the 
exception of the following modification. The Chief, Life Sciences Division, 
will continue to sign "For the CRD" all approvals for use of human volunteers 
with the exception of NCB cases. Where the Chief, Life Sciences Div, signs, 
the approval will be routed through CRD and the routing slip will be marked 
"For Information Prior to Dispatch." 


5. A copy of this memorandum should be permanently maintained in the 
"Human Volunteers" files. 


j 
pS Y 
» R. OSTROM 
Lt Colonel, CS 
Life Sciences Division 
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Key: 


Man, S indicates Subject; P indicates Patient 


Initial Tech Tech 
. Source of Field HQ Approval Approval 

Application Sponsor Testing Men Review Review Coordination Authority | Authority 
DA (Res) DA Stress S USAMRU MRDC None TSG CRD 

” . . Drug Ph I s USAMRU MRDC DRB TSG CRD 

” we : Drug* Ph I Ss USAMRU MRDC DRB, PMD TSG CRD - SA 
7 “4 ” Drug Ph III P USAMRU MRDC DRB TSG TSG 

. - . Drug Ph IV P USAMRU MRDC DRB, CONARC TSG Varies 

DA (Clin) DA Stress P Hosp NA NA NA NA 

* - - Drug Ph I s Hosp DRB None TSG CRD 

“ - - Drug* Ph I S Hosp DRB PMD TSG TSG-SA 

a 4 = Drug Ph III P Hosp DRB None TSG TSG 

DA (Clin) Industry Drug Ph I S Hosp DRB None TSG CRD 

- " - Drug* Ph I S Hosp DRB PMD TSG CRD-SA 

4 ” ” Drug Ph II P llosp DRB Nore TSG TSG “ 
” “ ” Drug Ph III P Hosp DRB None TSG TSG -” 
Civ (Contract) Civ Inst Stress S Civ Inst MRDC None TSG CRD 

” - . - Drug Ph I S Civ Inst MRNC DRB TSG CRD 

” ™ - ” Drug* Ph I Ss Civ Inst MRDC DRB, PMD TSG CRD-SA 

” ve - - Drug Ph II P Civ Inst MRDC DRB TSG TSG 

7 ” . . Drug Ph Iil P Civ Inst MRDC DRB TSG TSG 


USAMRU, a generic term for an Army medical research unit 

MRDC, US Army Medical Research and Development Command 

DRB, Army Investigetional Drug Review Board 

PMD, Preventive Medicine Division, Office of The Surgeon General 
SA, Secretary of the Army 

Civ Inst, Civilian institution 

* indicates radioactive drug 
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CRDLS 11 June 1968 


MEMORANDUM FOR; DIRECTOR OF ARMY RESEARCH 
SUBJECT: AR 70-25 "Use of Volunteers as Subjects of Research" 


1. The undersigned has, in the past, sssuced the responsibility for 
approving Army sponsored resecrch proposals for the Chief of Research and 
Development under the following criteria: 

- @. No. NBC egents are involved. 


b. All provisions of AR 70-25 concerning consent and conduct of 
research will be set. 


c. The proposed research is considered essential. 
d. Wo adverse publicity or pelitical impact can be foreseen. 
e. Wo. DOD or Army regulations or policies will be violated. 


£. Subjects are available and no specific requests for additional 
subjects necd be made. , 


g. There will be negligible interruption of training or missions 
imposed by the research. 


h. Discomfort and risk to subjects will be minimal. 
2. While the procedure outlined above has not cone under question, it 


hes not becn forzally approved by the Director of Army Research. Approval, 
denial or modification of the procedure is requested. 


fs / 
DONALD L. EOUIE 
Colonel, GS 
Chief, Life Sciences Division 


, . ~ 
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CnD/il (20 Apr 64) 
SUSJoCT: AR 70-25 


TO: The Surgeon Cancral FaRSi& CoD DATS 2 5 HAY 1964 cccant ro. 2 


1, Ths inforzstion conteined in Comant #1 hes beon carefully 
evaluated in orcsr to determine the benefits to be derived fron 
incorporating the recomended charges in subject AR, 


2. Tha wording and content of AR 70-25 was develepad only after ec 
ecaplete DA ctafiiag end includses, in aidition to the gcpzcific roquireacats 
for the codical cspects involved, thoss of a legal and moral raters for 
maximum protection of all cencernad. 


3. The folloving corrcate portcin to tha rospective subpsrasraphs 
of paracrayh 2, C>ccent #1. 


@. Sudpsracraph 3. The addition of the stateraat, “Tas Surgeoa 
General's rococmanletion concerning msdical espests of rasearci: using 
tIumssn subjects chall be bincing on all cesccnds and agencics” is 
consiczred to ba unnecessary. The Surpooa Genoral is racocaized by 
the Cenarcl Staff, end particularly by this office, to ba ths principal 
edvicor to tha Ciisf of Staff on medical wsttors. It is, furthercore, 
the Culef of Toscerch anid Devalopacnt’s policy thst, in mattors 
pertaining to sscicel aspects of rasearch, your recommrndations will be 
respected. Finsl approval of all requasts to use humaa subjects in 
tTescarch is siven contingent upon coxcplicscs vith your recocaondstions 
on the medical esp2cts of the experiment. 


b. Subporecrapa b. It is tha policy of this offics to seek the 
Gppreval of tho Sscretary of the Arcy for all rascarch wisrein himan 
voluotcer subjects are exposed to icnizing radiation fro: any typ2 of 
source. It should, howmver, be cophasined thst the ute of redicactivo 
isotopes in sedical diagnosis and therapy for patients is not within the 
purview of 40. 70-25, nor ore experimental clinical procedures underteken 
on & patient for his benefit, a3 provided by par 3c, AD 70-25. 


c. Subpactagraph ¢. Tha word “ethical” was recomended during 
the staffing of the Arny Seculation to expuasica that all U. S. Arcy 
medical practices are considered to be in strict accordance with the 
highsst standards of ethics. Uswrawer, to avoid say cisintarpratcticn, 
the word “ethical” will be deleted at such tics as the Arcy Regulation 
Taquires sulsiastiv: revistioa, 


@. Subparscraph 6. Tho wordicg 63 containsd in parasraph 54, 
fo based on your racomscondations centeined ta Camsent £2, Loot, dated 
23 June 1351, subject: Draft army Fogulation fu Use of U:can Volunteers 
in Research Proesra-3 to Citein Psycholosical and/or Biclogical Deta. It 
is contiderad core eppropriate to erraace for consultant sarvice on chore 
notice fer any enticipated difficulties which may be encovatercd curing 
the espariasnt with voluntears. 


fer. ss wf am | 
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CRD/# (20 Apr 64) 
SUDJECT: AR 70-25 


4, Insuring the proper utilization of voluntcers in research {s 
consicered of such importance that ali possible preesutionary reasures 
must be rigidly followed to provice the mazinun protection to the 
volunteers, investigators <nd the Goverment. It is essentic] that all 
personnel having respeacibilitics in prosrsoms in which huosr beings are 
used a3 cudjccts of research edopt a positive, constructive attitude of 
compliance with the provisions of AR 70-25 to insure that this vital 
aspect of Army biczedical recearch is not restricted or prohibited. 


' SIGHED 


G. W. POWER 

Major General, GS 

Acting Chief of Research 
and Development 
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CRD/N l December 1965 


+ weet 


MEMORANDUM FOR RECORD 


SUBJECT: Approval for Requests for Use of Human Volunteers in Research 


1. References: 
a. AR 70-25 


b. Telephone call, 29 Nov 65, from Lt Col Frank Taylor, GS, XO, 
DAR, to undersigned. 


c. Meeting, 30 Nov 65, with Lt Col Taylor, Lt Col W. F. Williams, 
Asst Exec, OCRD, and undersigned. 


2. By ref lb, the question was raised as to the authority of Chief, 
Life Sciences Division, to sign "For the Chief of Research and Development" 
in certain cases involving use of human volunteers in research. The 
question had arisen in the Office of the Executive, OCRD, during review of 
the reading file and involved human volunteers in medical research. 


3. Ref la, paragraph 6, states that “The Surgeon General will review 
the proposal and forward it with his comments and recommendations on medical 
aspects to the Chief of Research and Development for approval? Paragraph 6 
further indicates that cases involving nuclear chemical or biological (NCB) 
experiments require Secretary of Army approval. Discussions with Chief, 
Life Sciences Division, revealed that in the development of the human 
volunteer program in the period 1955-1956, the authority to sign "For the 
CRD" was delegated to Chief, Life Sciences Division, in all cases except NCB. 
A search of the files did not uncover written authority. However, in view 
of the system of file retirement this is not considered unusual. 


4. By ref lc, the material contained in fara 3 was discussed. It was 
agreed that the present procedures would be followed in all cases with the 
exception of the following modification. The Chief, Life Sciences Division, 
will continue to sign "For the CRD" all approvals for use of human volunteers 
with the exception of NCB cases. Where the Chief, Life Sciences Div, signs, 
the approval will be routed through CRD and the routing slip will be marked 
"For Information Prior to Dispatch." 


5S. A copy of this memorandum should be permanently maintained in the 
"Human Volunteers” files. 


Win \ 

MAS R, OSTROM 
Lt Colonel, GS 
Life Sciences Division 
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CRDLS «AL June 1968 


MEMORANDUM FOR: DIRECTOR OF ARMY RESEARCH 
SUBJECT: AR 70-25 "Use of Voluxteers as Subjects of Research" 


1. ‘The undersigned has, in the past, assumed the responsibility for 
approving Arcy sponsored research proposals fcr the Chief of Research and 
Developcent under the following critcria: 

a. Wo. NSC agents are involved. 


b. All provisions of AR 70-25 concerning content and conduct of 
research will be oct. 


c. The proposed rescarch is considered essential. 
6. Wo edverse publicity or political impact can be foreseen. 
@. No. DOD or Army regulations cr policies will be violated. 


f. Subjects are available and no specific requests for additional 
subjects need be made. , 


g- There will be negligible interruption of training or missions 
imposed by the research. 


h. Discomfort and risk to subjects will be minimal. 


2. While the procedure outlined above has not come under question, it 
has not been formally approved by the Director of Army Research. Approval, 
denial or modification of the procedure is requested. 


fs / 


DONALD L. HIE 
Colonel, GS 
Chief, Life Sciences Division 


; 
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Cxp/# (20 Apr 6) 
SJes=C?: AR 70-25 


TO: Tha Surgeons Gencrel Facts: CLD DATS 2 5 MAY 1964 cocsaurt no. 2 


1. The informstion conteimd in Comont #1 has becn carefully 
evaluated in orcer to detcrruins ths ben2fits to be derived fs05 
incorpercting the recosmendad chances in subject AR. 


2. Ths wording and content of AR 70-25 was developed only after a 
compicte Di staffing end includes, in aiditioa to the spocific require=eats 
for the medical aso2cts involved, thes of « legsl and moral noture for 
raximm protection of all conccrnsd. 


3. Tae follcving commate portcio to tha rospective subpsragrcphs 
of paractaph 2, Cxment #1. 


G. Sudpsragraph a. The addition of the statensat, “Thd Sutscoa 
General's racccconistion concerning nodical espacts of resesrch using 
human subjects chsil be binding on all ceccods acd apencics” is 
coasidsered to bo uinecoscery. Tha Surreon Camral is recognized by 
the Canercl Staff, end particularly by this officc, to ba ths principal 
edvisor to tha Caist of Staff on medical motters. It is, ferthernuore, 
the Chief of Ressarch and Devalopoont'’s policy that, in matters 

s to codicsl acpects of roocarch, your recocendstions will be 
respects3. Final is» yroval of all roquasts to use humsn subjects ia 
Tescarch is given coatincent upon conplicacs with your recocmandations 
on the medical aspacts of the exvcricent. 


b. Subpazaprepa b. It ic tha policy of this offics to seek the 
eppreval of tho Sscretary of the Aray for all research wiarein human 
voluatesr subjects are exposed to ionizing radiation fraa any typa of 
source. Ic should, however, be cophasined that the use of radioactive 
isotep>s in sodical dlagnosis and therapy for patients is not within the 
purview of 4L 70-25, nor gre experimental clinical procedurcs undertaken 
on ao patient for his benefit, as providod by par 3c, AR 70-25. 


c. Subpsragrsph ¢. Tha word “ethiccl” was recommanied during 
the stafiing of ths Arny Geculation to expluisise that all U. S. Army 
medical pructicss cre considsred to be in strict accordance with tha 
hicghsst ctamicris of ethics. Uscover, to svoid any uisirterproetction, 
the word “ethicsl” will bo deleted ct such tics ss the Arcy Ragulstion 
requires substcntivs rovision. 


6. Subparagraph 6. The wordias es contained in parasraph 45i, 
is based on your rocom=mndations contcinad in Cosmront £2, Mood, dated 
23 June 1561, Subject: Draft Aarcy Secvlctica in Use of Lemon Volenteers 
in Messerch Prosr=a to Cttain Psycholovical and/or Biological Data. I: 
fe considerad mora ecpropriats to arroncs fer consultant service on chort 
notice for any cnticinated difficulties whica cay be encountered during 
the e:paricons with voluntsars. 
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Cn5/N (20 Apr 64) 
SUBIJLCT: AR 70-25 


4. Insuring the proper utilization of voluntecrs in research { 
considered of suck importance that all pocsible proecutionary measw: 
must be rigidly followed to provide the maxicum protection to the 
voluntcers, investigators and the Goverment. It is essenticl that 
personnel hzving respoccibilitics in prosracs in which Iucce 
used cs subjects o£ research sdopt a positive, constructive cttitud 
complionce vith the provisions of AR 70-25 to insure teat this vita 
aspect of tray bioxzedical rescarch io not restricted or prohibited. 


{SIGNED 


G. W. POWER 

Major General, GS 

Acting Chief of Reseérch 
and Develcpment 
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Jamumry 20, 1969 } 
Not transmitted to Hégts 
MEMORANDUM for Director 
Fran: Mr. George A. Rathert, Jr., Chairman, Biman Research 


‘Experiments Review Board, Code FL 


Subject: Proposed Investigation entitled "Measurement of | 

ay Cerebral Hlood Flow in Man by an Isotopic Techriique - 
Employing External Counting”, by Dr. Leo A. Sepierstein, 
Stanford University 


‘Reference: Memo to GC. Rathert from L. Bright, Jarmary 7, 1969, 
subject as above, LGB:kh, w/enclosure 


1. The Human Research Experiments Review Board met on 
Jaruary 15, 1969 to comsider the subject proposal. All members 
were preset. 


2. The Board recameris that the subject proposal be 
approved subject to the following understating ani comnts: 


a. It is the Board’s umerstanding that as stipulated 


p31, Or, Fy. This change should be 
as ee | 


wi he. 7“ Mategt ® 


a eT ee evasee Sle sia ee 
» * aE oe “The Pa -TTtr * ° 
; - é > a oto Sage =. aw fe oe : 
~~ F aed ng * heart wine 


Ss comidere ne aclu tboibe ‘deficient with respect"to « ATS 
*potifying the patient “that ‘he-is‘consenting' to be a‘subject:in =: °' 
experimental 


. 
= 
7 


~ *. _- - 
=is - 
ee. 


research. A suggested revision is attached. 


c. The marin perasihle dose of the isotope and 
maximum amount of local radiation should be stipulated in writing. 
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Suggested Revision 
APPENDIX IT 
SPECIAL CONSENT FORM 
tae 


| 1. During the course cf dlagmostic evaluation for your iliness, 
_ ag redloactive isctope, Technetiun 9% wit be used. Te is likely that 
the informition obtained with this isotope will be of hele to your 

Gecter in deciding whether or not further treatment is necessary. Wwe 
would further like to use data obtained through the ue of the isotope 


_-- -m . 


“for a research study. 


2 Title. Measurement of Cerebral Elood Flow in Man by an 
Isotopic Techrrique Employing External Counting. 


_ 4, 3+ Extneipal Investigators. 


’ Leo A. Supleretets, M.D. 
Wo. Marshall, 


h. Nature of Studies. ‘Techmetinm 7" will be injected into an 
ae Counters will be placed over your heart ami head, and 
coceniorally arterial bloot ili be withtren. te Fg ney ee 


me eee soe =. Me * SME meee 2. s*e:". xt i+ Pens = “Soe some 0 


jvill mbm if possible to measire the Flow of blest thraugh beth beet 
eee weg otk OTe. So oer ames aes gs 
“ard head. We believe thet the infexmntion obtained regarding your “4 
ciroulation will allow us to make a better decisinn about your 


“treatment, ani will aid others suffering fron similar efiments. 
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5. Foreseeable Inconventence, Risks, ani Discomfort. 
@. Phases 2, 3, ax # — The part of the procedire you are 
“eomsenting to which principally benefits the research program and 13 
mot part of your treatment is imown as an arterial pumctire. ‘This 
procedure has been used at the Stanford University Hospital for a 
considerable mmber of years and the risks involved are minimal in 
the harxis of the experienced persomel who will be involved. ‘These 
risks will be explained to you in detail if you so desire. ‘he entire 
procedure, incluting the Glagnestic redicecan, tales sbout an hour. 
b. Phase 5 - (Incline here the composition of the gs 


mixtures to which the patient will be exposed, and any foreseeable 
inconvenience, risk, or discomfart he may experience. ) 
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so OTS are? 38> 
\ aad tw < Slvaoe. + - Re 
eo 


: retasy of the Sey 
Zo: Dist> sbutien List 


Sub:: Use cf volimteers 2s subjects in reseersh, Ceve_spment, 
test, ana ev2imccésn 


Ref: (2) Manual cf the Hedicel Depertnert ster =, Research 
ani Der2lcprext, Paragresh 20-8, Use of Y=-=xteers 
in Hacerdous Sserisents.. 


Enc): (i) Semple liemn-Tslurteer Consent Doctrment 


1. Popose. To presezibe policies and proceazres c? ste Departsent c? 
the Sevy governing the use cf volunteer sudjects in sesesarch, cevelopoe, 
test, end evaluation (55725) conducted by, within, cz 2sr the Meval Es<<s- 
Lisk=es* ~herein him2n deizgs are experimertelly exccset to hazercous 

Ons Sr materials. ggg y Bang By Ay b és 
the soetsent of iniivis-2l pesients, of Geass sprrsorec by the Feceral 
Drug Administration ?s> ixvestigatiocnzal use cnriy. IS <ses apply to the 
use <2? investigaticneal s=ugs =aer en epprovec SOT&E scject or task is 
& VoO.=teer population cf? heaithy persons or 2a volucces population of 
patiesss in which the exsericectel drvg testing hes = celetionship to <he 
cause <2 their being cn she sick list. 


2. mz-croune. In the us2 c? volunteers es susfects <= hazerdcus experi- 


meswe. situsticns, it is sSvicus that militasy 5%) comasders, scientizis 
ex <es-nical prog-s= =cxesers, and projecs aisecters seve special re- 
Spcaus-silicties beth =crei ens cegel in nature. IS hes isng deen recog--e 


Shes StrBraous experimeccs stiuccing bumen ses*t sudijescs are Semeey 
necessiz~y to extenc the orcmscers cf medical sciexnce, serospece flight, 
exc wsrsea oon The atrocities which were committed eseinst 


bias Seings during the Seccss Aerld War sexvec as & <ecsive fasccr is 
the essscicn by the : cer Medical Associaticn ss? 2 ciseriy states code =? 
mecicsz. ethics. it is accszsse= United Stetes sacsicrae. a-3 Deparssent = cs 


,base=se solisy that <:2 =se sf Suman sudjects Se Sases son volim<acy, 
is?ssas= ssnsert asi oe sontines to experimests so tercz “hick are 
lnecesaaz;, scientiri:2..7 founs, and reasones., sete. 


~ PP? oe - - - - < = os = ~ 
3. Asaitions. Fer sie saspcee of this Inscecssicc, tasarccus sondi- 
CEEQSB SF SACEPSALS Ave S2SSO VSS PTOSOMS TE8eH SS BSa“B7SSR, Gissewss., 
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268 azril 1955 
dis=sess, pais, --7siceal cr sentel inj, or dc2th gre*zer the= <=: 
hasesés isheres= <= trainiss or werk within accessed ccs ssticas. 

- pasassters. 


4. Solicy. Cerca:= basic principles auss de otsorved <= satis =: 
am iegai conces=:. These ere: 


2. Volustes> csasent is essential. 
(1) The vclenteer must heve legal cepacit; to give conse=-. 


witssus the intes~sxcion of any elemens of force, deceit, duress. = 
sesior form c2 csxstreist or ccersics. Se wis have satfisies: =ov- ~ 
lecge and ctmpr=s-zion c? she elocenmts cf the subject so cter iscci-a 
to ecable his <> =ic2 an wosterstanding anc enlig=sened <ssision. ish 
kncvisdge will Se srcvideé to the volucteer in sash a camer as === <3 
COssroamise the e=-sriment. Thus he will be told, prior *o acces-t=se of 
his sonsent, the =<uwre, epproxi=ste duration, asd purpese of the eseri- 
merct; the methce 2-1 means Sy which it is to be coméucte<; and <“e <=csa- 
veriesces and ha=i-2s entailed -- all in such a wey as cco: to ince ciate 
the sesults. He vill be Milly informed cf the effects w>s0 his Sez 
Or person which => possibly result from his participeti=n in tie sseri- 
mest. He will Se =eae to wacerstend clearly that, eat ex time 2-5 
the scurse of the experine=t, he will have the right to revoke =i: =<=sent 
ape <0 withdrew == the expericent withcut prejudice to simsel-. 


(2) The tsement of consert will be in wetting, sesting *=-= 
the asove requiz>e-ects eri containing, or having ettache< and reos-s-ced, 
& Saery of the ---Ssrmaticon given to the volumteer purs=27t to <=e <ocre- 
goi=s requireme-=s. It shall also comtein a statement ty the vol——eer 
thas te is not recing upon exy irformasicn or represents<ion ac: ss: 
fors= in the dcc=ms= of ccusent end thet bis consent is s‘ven as a= 
exercise cf free iil, withcut amy force cr duress of azz sind. s 
docex*~ will be s:mmed by she vciunteer -- over his ful. same; =i: rank, 
vate, grade, or <2<.2; ane bis date Sisch -- 2s the presence =f a= 
leas= sne witness <:0o is noc directly isvoclved is she ess: 3s 
ané ~=5 will atces: so such signature in writing. imeles=e (1! srcrides 
@ sascle of an escsrtadle volucteer comsexs dociment, th: srigi=. = 
whis= will rema:= i= the records ci the activity conducssi-s the ==. 


(3) The sersonsibility for ascescaining the valiiicy of <= 
comses* rests up she perssna “ho direcss the experimen: <r tes<:. 
is @ sersonal rec>--sibilit; “hich say ssc be delessted. 
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SESS. . —2i 3900.39 
25 Arziz 1969 
db. The nester of voluntces-: <ced wilt be cept e+ 2 sini== csssist- 
ent witn sample-size rogquirese==: secescas; for sciexcitically valid 
cenclusisas. 


¢. Ze esperimecs sust be === as ts contribute <s ar>rcvea 
naval “STSE proSect. In additi—. the experiment or sest sheulé te 
such 25 to yieia fruitful resi= for the good of socigcy, wnodtnénzble 
by other sethcés or means of s-=—, ani ost rondo ext <mmecessaery is 
mature. There will be reesors=-: isticiretion thet <re results will 
justis:: the pestssmasce of the srerimen: sr cest. asscréicgly, ail 
expericescs arma tests will be Sis upon sricr study <r experisectation 
and desisned ¢5 scccoplish this <-iective. All medica: expericescs or 
“expericerts ixmvolvirg the use c i= experimental drug should be based 
upon the results of animal expe--centatic= end a knowledge of the natural 
history cf the disease or cther =—-Slex wer study. , ; 


ad. The experiment or test -_ be ccctucted so as to avoid ummeces- 
sary physical c= mental stress. %o experiment or test will be conéirccted 
if, upon caref=1 consideration =r <he person who directs the experi=ert, 
there is reasc= to believe that <seth or sisabdling int=ry will secur. 
The degree of =isk to be taken - never exceed that determine to be 
justif-esle by she hucanitarie= <-scrtance of the prodiem to be solved 
by fie experime=+. Proper prepactcions vill be mede wmder the super- 
Vision sf a qualified physiciac, =uwiwigesdie in the test field, and 
with edecuste secicai facilities m4 safety; equipment being provide? to 
protect the vol=cteer aegeinst <= sossibiiities of inj=y, disability, or 
death. Adequate ané complete ce<--:al tret<ent will Se available fcr 
treatmes= cf casualties. The p-rician-ic-charge vwil= have consultasts, 
available on skort notice, who s>2 competes: to advise or assist with 
unexpes+e2 compoicaticns. ' 


e. The expecrimess or test ~ be directec only Sr scientiticaiy 
qualifie< perssas with e high epee of technical and srofessicral 
competessce in ccoméucting such pr-sedures. All perscon-el supervising 
or partisipaticg in such procecces oust Se atecuately <rained to pesfora 
their 2.uties recuiably in foreseez-.e circs=stances. The highes: degc-ee 
of care will be tequirec at alo ruages of <he experimext or tesc. 


f. Volunteers will have no = sical cr sental diseases which vill 
make the propcse= experiment morte Secarcsus for them than for ro==ei 
healthy serscrns. This detersixnecisn will Se sate by she experisecs sr 
test éi>ector c= the Stasis ci cosscent cetisal aévice. 


G. She expertimass or test c.sestor, sr his acting subordi=a2se, 
will exercise saseltul judgment, ssericr sziul, ant gcoc faith at alo 
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25 s-ril 1963 


ties: during the cowte cf Sic exrerisumt s> test. 2 d&vector vit 
te=_-st2 the procaéure ct omy Stage if it is like’> <2% ecocinuatéicn 
wi sesult in ingusy, disavility, o> dect: ton ve-scser. Mmring the 
CCx=<2 cf an cxpericent cr sest, 2 valumicer shall t< 2t liberty to 
Te2.:2 c= withheld sis ecnsent ent <s witté:av, wi-ss prejudice to 
binsa?, from the experimert cr tes<, cr f:on 2 pes: therect. Sev 
da-sczss 2nd adverse deveicsoonts arising <<=ring th: ose cf? the 
SSissstst or test, about which tie vclusscer has == seen driefed 
Or “=2n@2, si2all be reportec to the voluctser in a <=.=2iy maemmer weiess 
Sts. ccmomumicetiss woul scse an immediate threat <=: =:s. sefecsy. 


=. Prisoners cf? war will not Se used <ader acy <scwstcsces. 
5: Procedures 


2. The experiment cr test dizrecsor will prepac: 2 vrittes request 
fe> 2pproval of the use of volumteecs in a=; propose: srocedire caring 
wiztin the purview of this Instruction. Te regques- <ill include the 
masss of she director and the conécscing estivity a= <he identity of? 
the responsible stpporting medical activit;. It wir speek espropréately 
“to the principles of policy guidesc2 expre:sed in mr2sceph | of this 
Icssucticn. The request will encisse 2 rien of the experimes* or test - 
coxs-ste=+ with security requiremess. ; 


2. ‘ime request will be forwarte vio (1) the es—cpriate ailitery 

3 Chass of command; (2) the Chief, Broeau of Medicine = Surgery; (3) the 
JCrie’ of Ravel Porscmmel/Commande=> of the Marine Cors, or doth, as 

' @pprcpriete; ant (4) the Coief of Eevel Osoraticns [<—O(DEV)) to she 
Ses-r-ar; of the Revy (ASN(R&D)). 


(1) The RUT chein of commend extcrsenents = to be directed 
priostriis to the technica: soundness ané srsgram issuance ce? the 
exst-imest or test for which the use of bucen volim-sers is sroposec. 


(2) The Ceie?, Bureau of Meticine ind Surge--, will direct his 
exss-serent specifically t5 the deg-se of <2card is-s-ext in <he test, 
the eftecuacy of safety measures, the adec.ssy of meti=el supervisicn 
ar= Froppcst, ané the adecuacy of shes niuces-roluntee s=asect stetecext 
te se usilised. ° 


(3) The Cate? of Sevol Perssonel/lsmmanmiar: = the Marine Corps 
wi <irest their respective endcrsicents <= partisauis to she utilésa- 
téc= sf astive-cct; ailitcsy persessmec in existing Siets fer volisvary 


* 


Gixr <s esperimensci subjects, ans cs other aspects a= shey <cem apeto- 


'- 
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28 April 2+: 

©} Tse Caief of Haval Operations (Dcnc{Stv)) wilt i:rec: his 
enisrsemc== <= the validity of the requirement for deing <=: 2 2ri- 
ment; the c<ssiacy of the certification ty SUMED on pertic=-- setical 
aspects; <:2 zpproved utllizaticn cf? perse=meecl iz the msc= cccsssed; 
ee ee ee oes as=inis- 
trative a= <sordination action wilt be essigne2 to the S * Assistant 
for Medicc- 2:4 Allied Sciences. 

5) Se Assistant Secretary of the Hevy (Research == cerelcp- 
ment) will 2=: as eppreving authecrity for the Secretary of =: levy. 


Review of -er3l aspects will be accc=zplisted by the = 28 
Judge Adve=-e General. 


6. WManace<-. Since the use of volunteers in experimen==. == test 
situctions <s an integrel part of the com@=ct of the ROTM 2--g-22 
and does ==: <nvolve the establish=ent of etditicnal manpere 5iclets, 


action on s=5 requests, including coordimetion cf menpove> 2-4 Legal 
aspects, wi be through the RDTZE chain c® comand. 


7. Isplecs-ztion. Addressees are authccized to take su-> t=<is3 as 
pS necessa=z <o assure complisnce with this Instruction t=—sc= 


, pees rs 


JOHN W. WARS] 
Under Secreta:- i the Navy 


Distribwrice (See page 6 ) 
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=. I hereby volunteer ts sescicipete as a subjec> is an SDUEE procedure 


seing conducted under Eiece= Bo. , Projec= Xo. P 
“crk Unit Title * > 
which has been approved = . . unaerstand 


(Sponsoring ccamand) 
shat the adequacy of safecr seasures has been certified by the Chief, 
Bureau cf Medicine and Sic¢e-7, ae, oa Coo 


teers hes been granted by =e Secretary of the Ikvy. 


2. The nature ani purpose = the procedures have been explzined to me 
as follows: (See attachet s==mary.) 


3- In cakicg my decision = volunteer, I am not relying too any inform- 
tion or representation ncz set forth in this docmesct, or estached sumr;. 
My consem: is given as an execcise cf free will, vithout any force or 
@ur¥ss of any kind. I untecssend thet my consent to participate does 
mot constisute @ releuse == any vossible future liability by the United 
States attributable to the experimerts. 


SIGNED: 
r=) AM, , ? 
CR GRADE) 
DATE OF BIRTE 
WITHESS=D: 
APPROVED 
Copy <> 


Sex-’ice socsre, jacket, or sestsnne. file 


Erclosure (1) 
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February Z. 1972 
Ellective date 


Management Detegation 


SUBJECT: POWER AND AUTHORITY--TO ASS HUMAN RESEARCH AND 


1. 


TO GRA Al S AND WAIVERS 


DELEGATION 


The Director of each NASA Field Installation and, for NASA 
Headquarters, the NASA Director of Life Sciences, is en- 
powered, subject to conditions and limitations imposed by 
immediate supericrs, to authorize human research. as cefined 
in anc within the scope of NMI 7100.8 , and to grant exces- 
tions and waivers in connection with human research, subject 
to the provisions of NMI 71002 ; provided that when he is 
or anticipates acting as an investigator with respect to a 
particular proposec human research, he shall request 
authorization therefor from the Administrator. 


RE DELEGATION 


All or part of the authority may be redelegatec, without 
power of further redelegation, to one of the followings 
positions (such redelegation shall be publishec in the 
installation issuance system): 


a. To a NASA employee who reports directly to him, or 


b. To the installation medical officer if an employee of 
NASA. 


RE PORTING 


The cfficials to whom authority is delegated in this NMD 
shall ensure that feedback is provided to the Administrator 
through official channels to keep him fully and currently 
informed of significant actions, problems, or other matters 
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of substance relatec to the exercise of the authority dele- 
gated-hereunder>——~—" — —E eee 


Large « Las 


Deputy Administrator 


DISTRIBUTION 


SOL 1 


NASA.*O 
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Pebruar, 2, i372 
Eh extive dete 


This Instruction sets forth NASA policies and procedures 
relating to the conduct of human research. 


SCOPE AND APPLICAPILITY 


b. 


This Instruction is applicable to NASA Headquarters 


_and Field Installations. 


This Instruction applies to all human research con- 
ducted by NASA, by or under the direct supervision 
of a NASA officer or emplcyee or an officer or 
employee detailed to NASA from another Government 


agency. 


This Instruction does not apply to human research 
conducted by NASA contractors or NASA grantees under 
@ contract or grant. Nor does it apply to human 
research conducted under a cooperative serrangenent 
or agreement entered into by WASA and another Govern- 
ment agency, private entity, or non-Federal public 
entity. The provisions of the contract, grant, ¢co- 
operative arra-gesent or acreesent shall govern tre 
concuct of such human research. 


Authority . 


Section 203(b) (1) of the National Aeronautics and Space 
Act of 1958, 42 YU.%.0. 2473(h) (1). 


555 


NMI 7100.8 


4. 


February 2, 127. 


DEFINITIC::S 


For the purposes of this Instruction, 


the following definitions 


apply: 


b. 


Cc. 


¥ 
* 


The term “human research” means any test, experiment or 
other evaluative procedures involving a human subject. 


The term “human subject” means any person who is an in- 
tegral part of-a test, experiment or other evaluative 
procedure. For example, a person would be a human subject 
if the test, experiment or other procedure is conducted to 
evaluate, or to change and evaluate, any condition, re- 
sponse or performance of (1) that person; or (2) the 
equipment, article or other substance inserted in, applied 
to, operated or otherwise used by, on or in that person. 


The term “principal investigator” means any NASA official 
who is directly in charge of the human research. 


The term “authorized NASA official” means the NASA 
employee who has been delegated or has been redelegated 
authority to conduct human research pursuant to NMD/AD 
7100.3. 


REQUIREMENTS, EXCEPTIONS, AND WAIVERS 


Except as provided in this paragraph 5, all human research 
within the scope of this Instruction shall be conducted 

in accordance with the requirements set forth in para- 
graphs 6 through ll. Notwithstanding this paragraph 5, 

in no event shall there be an exception to or waiver of 
the proscription in paragraph 7. 


Unless an authorized NASA official provides otherwise in 
light of Special cir@umstsunces, the provisions of thts 


Instruction shall not apply to a test, experiment or 
other evaluative procéduré: _ 


(1) Recuired or authcrized by the Civil Service Com- 
mission or by other Government agency's regulations 
to be performed on, or with respect to Government 
employees or applicants for Governnrent employment 
for th: pvrror: cf Cotarmining ticir gusliflicatioas 


~~ 
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(2) 


(3) 


(4) 


. conditional employee, or a NASA employee in an ex- 


1972 N21 Fil4.2 


Or Suitability for employment or for the purroce of 
aining or saintaining employees’ health. 


As determined by the principal investigator, that 
is (a) performed by or under the suvervision of a 
phy$ician (who may be the -principal investigator) 
for the purpose of Giagnosing, preventing, curing 


‘or alleviating diseace in a particular human subjec- 


(b) performed primarily for the human subject's 
henefit; and (c) recognized getiéra ly by the medica 


__ Profession as proper. — 


a 


Involving as a human subject a specially trained 


. adult who knowingly follows a specialized calling o: 


' occupation generally recognized as hazardous, and 


for whom the test, experiment or evaluative procedu: 
forms an integral part of his calling or occupationz 
performance. For example, a test, experiment or 
evaluative procedure concerning air or space flight 
and involving a test pilot or astronaut as the humar 
subject ordinarily would fall within this exception. 
However, if a test pilot or astronaut is asked to 
serve as a human subject in an experiment requiring. 
for example, cardiac catheterization, the human 
research would not fall within this exception; this 
human research could not reasonably be consicered as 
within the scope of his specialized calling or 
occupation. 


Involving as a human subject a NASA career or career 


cepted position with indefinite tenure, whose regula 
position ¢escription (which describes his duties anc 
responsibilities) requires or may be reasonably con- 
strued es contemplating the employee’s participatior 
in the test, experiment or other evaluative procecur 


en 


Unless an authorized MASA official provides otherwise in 
light of srsci-l circumstances, the following hunmin 


re f.% 


arch, &S cetinsuined by the principal investigsctor, 


Shell Be scuivjo t only to the rbcuirements set forth in 
paragrarhs 6. 7, Ya end Sb: Those tests, experiments or 
other evaluative procedures that would not expose a humar 
subject to a visk of Sistrcins, sain impuirnent of healt, 
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ad. 


b. 


physical injury, personality or emctional disorder 
or death. This determination shall be made by the 
principal investigator in light of his knowledce 

and experience; it shall be made in such form and be 
subject to such review, if any, as the authorized 
NASA official may provide. 


The requirements set forth in paragraph 6 and 8 may not 
be necessary in exceptional cases, for various reasons, 
to protect the subjects of certain human research. Wher 
the principal investigator of proposed human research 
believes this to be the case, he may submit to the cog- 
nizant authorized NASA official a request that some or 
all of the requirements of paragraphs 6 and & be waived 


and the following procedures apply:. 


(1) The request shall be submitted with a description 
ef the proposed human research prepared in accord2zn-: 
with Attachment A or, when appropriate, in some othez 
less comprehensive form. 


(2) Upon receipt of the request, the authorized NASA 
official may, in his discretion, grant or deny the 
waiver request in full or in part, or require the 
submission of further information concerning the 
proposed human research. 


- (3) When a waiver has been obtained pursuant to the pro- 


visions of this subparagraph d, the human research 
shall not be changed unless such chiage is approved 
by the authorized NASA official, and a new waiver, 

, 88 @ppropriate, oli'tained. The informed consent of 
tie human subject should be obtained to the research 
as changed unless in an exceptional case that re- 
guirement has been waived. 


No human research mzy be conducted unless the huren subjcci 
voluntarily gives his informed consént in writing to par- 
ticipate in the proposed human research and has the legal 
cepacity to so consent. 


Mo coasent given by 2@ husin subject shall be deemed in- 
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formed unless, prior to the giving of consent, the pro- 
posed human research is explained to the human subject 
in language understandable to him. Such explanation must 
include the nature, duration, aiid purpose of the hunan. 
research; the manner in which it will be conducted: and 
all reasonably foreseeable risks of injury, death. incoz- 
venience or discomfort to the subject from the human 
research. The human subject must be informed that ti:.e 
extent or nature of such risks is not known, if that is 
the case. In addition, the human subject must be in- 
formed that he may withdraw from the human research at 
any time or, if this is not in fact the case (because un- 
wise, dangerous, or impossible}, he must be so advised. 


Written consent shall be obtained in such form as will 
indicate that the human subject has been fully informed 
of, and voluntarily accepts, the risks, inconveniences 
and discomforts which may be involved. 


RIGHTS OF SUBJECTS 


No human subject shall be asked to waive any rights that may 
arise against the United States in connection with any injury, 
loss, illness, disease or death suffered by the subject as 

a result of human research. 


PROTOCOLS AND AUTHORIZATION OF HUMAN RESEARCH 


b. 


No human research may be conducted unless: 


(1) The principal investigator has submitted to the 
authorized NASA official a protocol prepared in 
accordance with Attachment A; and 


(2) The authorized NASA official, after obtaining the 
advice described in paragraph 1l and after con- 
Sidering the protocol of the principal investigator, 
authorizes in writing human research in accordance 
with the orctocol as submitted, or in accorcance 
with the srctocol revised in such manner as .the 
authorizec NASA official may determine. 


In determining whether the 
a 


ovoéseé human research should 
be author:csed, ch es 


zed NASA official will consicer 


RUG + - og 
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among other things, whether: 


(1) The importance of the objective of the research 
Outweignhs the inherent risks to the subject. 


(2) The subject of the human,research will be unnece 
Serily exposed to risk of injury, illness, disea 
death, discomfort or inconvenience. 


(3) The subject or his representatives will he compen- 
sated, by reason of insurance, workmen's compen- 
sation, or the lixe, in the event the subject 
suffers loss, injury, illness, disease or dea: 
as a result of the human research. 


c. Human research, once authorized under subparagreafh a., 
shall not be changed if such change affects any item 
of the protocol unless such change is approved by the 
authorized NASA official and the informed consent of 
the human subject is obtained. 


REPORTS OF INJURIES, ILLNESS OR DISEASE AND CHANGES IN 
PROCEDURES 


The principsl investigator of human research shall imnedi- 
ately suspend the human research (unless such suspension 
would endanger the human subject) and inform the authorized 
NASA official in the event of: 


a. Any injury, illness or disease to the subject. 


b. Any change in the environment or the subject's response 
that could lead to some medical disturbance. 


c. Any change from (1) the human research as described in 
the approved waiver request submitted pursuant to para- 
graph 5 or (2) the approved scrotocol submitted pursuant 
to paragraph 8. 


COMMITTEES 


Pursuant to NMD/A 1150.7 and NMI 1150.1, each Field Iner2t 


lation Director, in his discretion, may appoint a conmitu 
composed of installation employees.to advise the authorizc 
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NASA official on matters within the scope of this 
Instruction. Similarly, for NASA Headquarters, the 
Associate Administrator for Center Operations may appoint 
a committee composed of NASA emplovees for the same pur- 
pose. If the establishment of an advisory committee, 
which will include non-Government members, is believed to 
be desirable, then the provisions of NMI 1150. 2 shall be 
followed. 


ll. LEGAL, SAFETY AND MEDICAL OFFICE REVIEWS 


a. A copy of the waiver request submitted pursuant to para- 
graph 5d, or the protocol submitted to the authorized 
NASA official in accordance with paragraph 8, shall be 
submitted to the appropriate installation counsel's 
office, the installation safety office and the instal- 
lation medical officer for their advice within a 
reasonable time before the conduct of human research. - 


b. The authorized NASA official shall obtain the advice 
of the installation counsel's office, the installation 
safety office and the installation medical officer 

prior to acting pursuant to paragraph 5d or 8. 


12. IMPLEMENTING INSTRUCTIONS BY FIELD INSTALLATION 


A copy of any installation implementing instruction shall 
be forwarded to the General Counsel, NASA Headquarters. 


ad ‘ 


We 2 


Administrator 
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CONTENT OF PROTOCOL 


The protocol to be submitted to an authorized NASA official in 
accordance with paragraph 8 shall provide the following infor- 


mation: 


6. 


7. 


The title of the proposed research. 


Name of NASA organization concucting the research or for 
which the research is being conducted. 


Name and qualification of principal investigator (and 
of co-investigators, if any) .~ 


Name and qualifications of persons who will conduct the 
human research (unless covered in item 3). | 


The purpose of the research, including an explanation of 
why the use of human subject is required. 


The plan of study. 

Histevical background of the research, with references 
to pertinent scientific literature. This should include 
a discussion of relevant prior research using human 
beings and/or animals. 


A hazards analysis, a description of the hazards controls 


and safety precaution to be applied, and an assessment 


of residual risks. Will an Operational Readiness In- 
spection be conducted prior to the conduct of the human 
research? 


Expected duration of the study. (Give approximate be- 


ginn‘ng and ending dates.) 

Approximate number of subjects to be used. 

The source(s) from which subjects are to be obtained. 
Criteria to be used in selecting subjects. 


4¢.9 * 2 . . - *- 2 . . Rm iue et @ = 
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14. 


15. 


16. 


17. 


19. 


20. 


21. 


22. 


February 2, 1¢72 


The extent of the physical examination to be given by a 
physician: (1) initially to ascertain that the subject's 
health status has been adequately established to certify 
that he is capable of undertaking the research/test, (2) 
during the course of the research, end (3) at the completion 
of the research. 


Will the subject be free to withdraw from the research at 
any time? If not, explain why; when and under what circum- 
stances may the subject withdraw? 


Wage, salary, er other payment, if any, to be paid to the 
subject. : 


Will the human subject's identity be disclosed, or be made 
available on request, to the public? The identity of the 
human subject will not be made aveilable to the public with- 
out his consent. 


Source (Federal or state compensation acts, insurance, othe 
and general description (include example of dollar amounts) 
of compensation, if any, to be received by a subject or his 
representative in the event of injury or death. Assistance 
in the preparation of this information may be obtained from 
the appropriate installation counsel's office or, if the 
subject is, or will be, a Government employee, the instal- 
lation personnel office. 


Availability of a physician and an adequate medical facility 
within a reasonable distance during the research. (Indicate 
whether a physician will be present at all times or on call; 
if on call, his location during the performance of the 
research.) 


What information concerning the human research is intended 
to be communicated to the subject in the course of obtaining 
his consent? (See paragraph 6 of the Instruction.) 


The proposed form of consent the subject will be asked to 
execute. 


If a determination pvrsurnat. te parnars ch Cd has been, or 
y ° ° 


. -* ° . . * . - me + 
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"AR 40-35 


Arsrr Recriarros BEADQUARTERS 
DEPARTMENT OF THE ARMY 
No. 40-3 Wasmtxcotos, DC. 23 Feornary 1573 
MEDICAL SERVICES 
CLINICAL INVESTIGATION PROGRAM 
\ Effective 1 april 1973 


This recsioin reflects continually changing itzal requirernents im the feild of human inresti- 


gation. Local supplementation of this reguiztion is prohibited except upon approcal of The 


Surgeon Generai Dase.. 


Puiragetteh 


eccce t 


=F requiremen.s. 


‘ 
790 oi: ‘Eisieal investice tien and S-23an te -Ommittes - ry 


Apres itz A Voiunteez Azreeme:: 


B. Application for Clizical Inver sation Pr ject. 


C. Reporting 

L Purpose. This -egulation. provides Army polic- 
guidance fr clin:=al investigations funded unde- 
other than the RDTE appropriation and pr- 
a S See Sr peng gees 
and for reporting progress. 
2 Applicability. 1 The provisions of this reg-- 
lation are applic#>le to all Army medical faci-- 
ties and activities. \ 

b. The provisions of this regulation are nc: 
applicable to proposals regarding healt: care ~ 
search as defined deiow. 
2. Definitions. < Clinical investigation. Unde 


this program clinical investigation consists of —+ \ 


problems of sigz:Scant concern in th necesss— 
health care of me=bers of the military « amun:-. 
= active Gutr personnel, dependents. as: 


b. . Health co~ researc’. The appiication -7 
scientific methods to the sady of the atailabii:-. 
organization. ac—-nistrat:on, and managemen: *? 
health services to include the efficiencr and eZ+:- 
tiveness with which such services are delirers.. 

c. Subjects. A=> persons wlio may be at risk = 
cause of partic:>ation as an object of clin:~. 
imvescigation br members of the AMEDD or th::> 
appointed representatives. These may include —- 


“This regulation supersedes AR 46-38, 30 Acgust 1°. 
TAGO 4054—Feoruasy 510-472 —73 
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\ mem’ .eview. Definitive determination ‘rill be 
\mace br the operating agencr. 
hemes be a pOLigF to eeourage the per — 


Patients. outpatients, organ donors. informants. or 
normal individuals who perticipate in studies of 
medical, physiological. sociological. or psrcho- 
logical orientation. 

d. dt risk. A person is “at risk” if he/she mar 
be exposed to the possibilicr of harm (phrsical. 
psrcaclogical. or sociological) as a consequence of 
activity which extends berond use of established 
and accepted methods necessary to mvet his/her 
neecs. Determinszion of nature and extent of “at 
risk” is a matter of commozxsense and professiona! 
judgment. Responsibilicr for this determination 
resice at all ierels of institutional and depar:- 


fornance of clinical investigation by AMEDD 
personnel, especially br personne! assigned to 
Ary hospitals where post-graduate educational! 
programs are conducted. 

t. Wichin these Armr teaching hospitals. basic 
support for ciinical investigation is a 


mater of ita] staf authorization. 

(1) $ resources are limited and tie pro- 
cedures ciinical investigation support per- 
sornel de organized within a separate 


Clizica! Investigation Service of the hornital or- 
gasization structure. Tne Chief of the Clinical 


THE ARMY LIBRARY 
WASHINGTON, D.C, 


AR 40S 


Investigatio:z. Service will serve as cooniizccor 
of clinies! imvestizarion for tue lnos> 22 <2 
enzmande=. 

(2) Ti:2 commanier of the hospital wi. c>- 
poist the faliewing conunittees from the presss- 
siomal staii: 

(a) CTiniead Lavestigatiaon Commitiee— 29 
reviow all -Hnieca! investigation proposals i>r 
scientific adonuacr and ta set priorities for =:>- 
post. This commitrer will be compesed 97 toc 
Ciief. Praz.esional Servier or his desig. ol 
representat.“2 whe will act as Chairman, an. at 
least six ether medially qualified indivi ~sis 
de> temated tes the hosni ital commander. 

(h) Ga: een Tse Committer—To reo 
for medica: safety ans! suitability all clinies: :a- 
vestigation nrorecis involving the use of lro.cn 
subjects. Tizis committee will be composed of t4¢ 
Chief. Professional Services. who wil] ac: 25 
Chsirman. 2 Chapisin. a JAG officer and ur 
other qualicied individuals designated br <:3e 
Commander of the hospital, who are not =:2- 
bers of the Clinical Investigation Committee. 

%) The Chief Clinical Investigation Serr- 
ice wil] serve as the recorder of the Clinic: In- 
vestigation 2nd Homan Use Committees. He = ill 
be responsidle for maintaining records of al ac- 
tions pertaining to indiridual protocols. 

(4) Were appronriate in Armr non-teaching 
hospitals. sic Chief. Professional Service =ar 
Serre as coordinator of clinical investig=zion 
accirities. 

¢. The moral. ethical and legal concepts reiat- 
ing to the ase of human subjects will be followed 


—as ontlined 2 AD -0-25 The roluntary consent — 


of the human subject is essential. Each indir:é=al 
who initiates or directs the clinical investigaon 
has a personal duty and responsibility for ascer- 
taining the ccality of the subject's consent. Before 
the acceptaxce of the subject. he must be ren 
adequate expianation. He should be informe: of 
the nature. ¢aration. and purpose of the studr: =e 
mezisod and means br which it is to be conduccad: 
all :nconveriences and hazards reasonablr :- 3e 
expected: and the effects mpon his health or ~er- 
son ‘which mar passihir come from his partis:>a- 
tion in the stadr. The acreement wii] be prer=ced 
in ascordans: -rith the format outlined in ap-2- 
diz A. and will be in non-medical langnage -=at 
is casily undorstood br the subject. 


” 
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d. Resource requirements for the Clinica! In- 
vestigation Program will be programed and 
budgeted through establisi:ed procram/budect 
procedures. 

e. Clinical investigation projects should be 
oriented toward clinical provicms of significant 
concern in the necessary health care of the mili- 
tarr communitr. 

f. Investigation objectives should allow con- 
clusion of studies within the anticipated tour of 
i investigator. or careful plans shonid be made 
to permit continuation when the investigator 
leaves. 

g. Proposals in the following categories must be 
sppreved by The Surgeon General prior to initia- 
tion of investigation : 

(1) When funding requirements exceeds 
$500. 

(2) When human subjects are used. 

(3) When investigational drugs are employed 
in humans, or 2ny use is made of Schedule I con- 
trolled substances. See AR i0-7. 

{%) When radicisoropes are used. See AR 40- 
si. 

(5) When a propose! is submitted from an 
Army hospital not haring » clinical investigation 
service. 


(@) When the proposal is concerned with 
drug or alcoho! abuse. 
5. Submission of proposals. 2. Proposals will be 
go in accordance with the format outlined 
appendix B. All appropriate paragraphs will 
completed and the information on the back- 
evaluation. 

b. Completed proposals wil] be submitted to the 
local commander or his designated representative 
(para 45) for critical review. The proposal will be 
personnel, and funding requirements. Unsatis- 
factory or incomplete proposals will be returned 
to the originator without further action. 

c. Satisfactory proposals wil] be submitted to the 
local Clinical Investigation and Human Use Com- 
mittees for approval. Approred proposals will 
then be submitted to the commander for approval. 

d. Proposals not subject to prior approval as out- 
lined in paragraph 4g will be forwarded through 
channels to The Surgeon General, a 
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“¢ fallins withiz <e requiremects of 
paragraphs #7(1), (2), (4). 5) or (6) will be 
forwarded through appropr-s:e chamneis to The 
Surgeon General, HQDA (Di3G) for eralcazion 
and approval. 

f. Proposals falline withic <<e requireme=cs cf 
paragraph 4¢(3), will be procused as prorided in 
c. 5b and c, above, and in acicion wi_ hare an 
application prepared as pres=sed in psragcaph 
38 orc. AR 40-7. Such propos. will be Jorwasded 
as prescribed in AR 40-7. 

g. Forwarding corresponcsce should inciude 
all action taken on the propos=: Sr the local Ciini- 
cal Investigation and Hume: Use Commictees 


(para 40). 


AR 40-35 


& Reporting requirements. Activities -- j/or in- 
dividu=s undertaking clinical inrest:c-:: zon wil: 
submis: 22 annual progress report ent::.2<. Clini- 
cal Investigation Procram Neports Coss Sym- 
dol MED~200, following the suideline: x: forth 
in appe=dis C. Prior to Gnal printing ==: distzi- 
Sution. so draft copies rill be subm:tte. to The 
Surgeo= General. HQDA (DASG) WasH DC 
20514 fer format review within 30 worms dars 
after the close of the Gsca! year. 

>. TSG clinical investigation and hcman use 
committees. \ DASG Clinical Investize:.:2 Com- 
snittee asd 3 Human Use Committee will + estab- 
ished to review al] proposals for apr-e-s! sub- 
mitted to The Surgeon General as speciied in 
paragran 4g. 
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APPENDEX a 
VOLUNTEER AGREEMENT 


I. havrics attained mr eighteen:= Sth) 
birthcs>. and omerwise navias full capacity to consent, do hereby ro.-creer 
to par—— pate ic 2m icrestgacton stucr entitled: 


under ~-: direccon of 

Tz: implicesons of mr vciuntarr participation; the nature, duraiic= and 
purpos: the me-3ocs and means br which i: is to be conducted: a=: the 
incontesences e=d hezards to Se expected hare been thorouctir erpia=+i to 
me br . and are set forth in full on the r*vrerse 
side of -=s Agreemen<, which © Save inicialed. I have been given an oppor-=nitr 
to ask >uestions concerning tiuis invescigation study, and enr such quercons 
have bret= answered to mr ful and com piete satisfaction. 

I mierstanc cha: I mar a: any time during the course of this investizetion 
studr mroke mr comsent, anc withdraw from the study without prei=dice; 
howevre:. I may be recuired tc undergo certain further examinations, if, = the 
opinior of the a:tencing phrsician, such examinations are necessary icc my 
health c well berg. 


- 


Sigranre Date 


I was present during the explanation refered to above, as well a: the 
Voluntec’s opportunity for questions, and hereby witness his signature. 


Witness’ Signature Date 
Oz <sis side of the Volunteer Agreement, the principal investigator should 
set for- full dezeils concernine the investigation study, insofar as such rould 
affect ac m=Suence the tentative subject in any war. This explanation shocid be 
worded so that it can be clearir understood by <he subject. The subjec: should 
place bs <muals a: the end of the last Ene of explanation. 
A soper expianacion shocid, at 2 minimum, oorse the answers tc the 
— —.-. ._._-_—— Ialowines questions: — — — 


1. What will be adminiscered or done to the subject? 

2. How long will the subject's participation last? 

3. To what tests or exarcimations will the subject be required to sub=it? 
4. Why is be mmvestigacian being conducted? 

5. Sas this particular study been done previously, and, if so, with +hat 


6 What inconveniences a> discomforts is the subject likelr to experiexce? 
7. What risks o> hazards can be reasonabir anucipated’ 


&. That steps wi) be take= to prevent or minimize these risks or hazs>s? 


Le 
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AR 40-38 


APPENDIX B 


APPLICATION FOR CLINICAL INVESTIGATION PROJECT 
(Exemot report, para 7-2), LB 335-15) 


1. PRINCIPs. INVESTIGATOR: 
2. PROJECT [-TLE: ‘Enter short project title.) 
3. OBJECTIV=. (Brief but specific statement of the objective of the project.) 


4. MEDICAL 2>PLICATION: (Expiain briefly the medical importance and 
possible usefu-ss of the project.) 

5. STATUS: “Taat ba; been accomplished or published in the proposed ares 
of studr and ic =2at manner will the project relate to or differ from that which 
has been accomsiished. If references or personal communication with other 
Army medical ‘s-lities are involved, so indicste.) 

6. PLAN: (Ocume exactly what is proposed to be accomplished in sufficient 
detail to indics~z a clear course of action. Technological validity of procedures 
and chronologic. steps should be shown.) (Note. The Surgeon General and the 
local commande> must have a very clear picture of how the investigation will 
proceed to mee: -3e objective of the project. This paragraph frequently furnishes 
the Basis for ap>roval or disapproval of a project.) 

7. BIBLIOGRAPHY: (List sources of information.) 

&. FACILITIES TO BE USED: (Such as laboratory, ward, clinic) 

9. TD REQTIRED TO COMPLETE: (Give menth and year of expected 
start and antc>cated completion). 

10. PERSONNEL TO CONDUCT PROJECT: (List names and positions 
of persons to be directly involved in project work.) (Attach short biographical 
sketch, includiz> resume of education, research training, and list of publications, 
for each perso= -amed.) 

1. FUNDING DIPLICATIONS: 


@. Personne: (itemize and explain need)........ A &— &.- 
4. Equipmest: Gtemize i ) SS Ose Oe 
¢c. Consumable Supplies: (itemize).............. S$... &.. S$ 
d. Travel: itemize and explain need)........... & &— S&S 
¢. Modificsson of facilities: (explain)............ Go GG. Geum 
S. GRRE? GHP ancccnccecessocenceeuascesce A & $0 
| te oe 


12. DATE PREPARED: (Give day, month, and year of preparation.) 


(Signat= of Priac:pal Lovestigator) (Signature of Department Chief) 


Za:er tite and mailing adcress of Prinexpal Lovesugator) 
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APPENDEX C 


REPORTING GUIDELINES 


L FRONT COVER 
I. TITLE PaGe 
Il FOREWORD 


IV. TABLE OF CONTENTS 
c. List accoréi=s to Hos>ical Departments (1.e., Medici. Surgerr, etc.) 
b. Indicate rear projec: was initiated and its prew=: disposition: 
Ongoins (O . terminazed (T), completed (C), submi:-ad for publica- 
tion (SP) o> publishec (P) ~ 
Vv. TABLE OF PUBLICATIONS AND PRESENTATIONS FOR CUR- 
RENT FISCal YEAR 
List according to Hospizal Department 
VI. UNIT SUMALARY SEEET 
Report total accivities of Clinical Investigations Unit: 
«. Objectives 
b. Technical approach 
(1) Manpower 
— . (2) Funding (preceding and current Fiscal Year) 
¢c. Progress 
VIL DETAIL SHEETS 
Report specifie information of individual protocols: 


é. 
b. Technical approach 
= Summary of experimental design 


Manpower 
(3) Funding (preceding and current Fiscal Year) 
¢. 


Summary of prior anc current progress and al] pub=cation(s) and/or 
presentation (s) 
VIL INDEX 


a Sibjeet _ 
6. Author 


TX BaCK COVER 
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The proponent agency of this reguiction is the Office of The Surgeon 
Ger: rel. Users cre invited to send comments and suggested improve- 
ments on DA Form 2028 (Recommended Changes to Publicctions) direct 
te HODA (DASG) WASH, BC 20314. 


By Onier of the Secretary of the Army: 


CREIGHTON W. ABRAMS 
General, United States army 
Official : Ciie? of Staff 
VERNE L. BOWERS 
Major General, United States Army 
The Adiusant General 


DISTRISBTTION: 
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BIOGRAPHICAL SKETCH OF WITNESS: Lieutenant General Richerd 8. Taylor, M.D., 
wos bom In Prairieburg, lowa, on November 21, 1922. Alter comoleting premecical 
studies at the University of Chicago in 1944; he graduated in 1946 with a doctor of 
medicine degree. 


General Taylor attended the Army Medical Department officer's besic course, after com- 
pleting an internship at the Highland Alameda County Hospital, Oakland, California, 

in 1947, His first medical assignment wes as a general medical officer at the Army-Navy 
General Hospital in Hot Springs, Arkansas. After attending the compeny grzde mesical 
officer's course, he completed his residency training at Letterman General Hospital in 
internal medicine and cardiology. 


In 1953, General Taylor was essigned to Korea, first as Assistant Division Surgeon, then 
es Commander, 7th Medical Bettalion, 7th Infantry Division, later serving cs an internist 
at the Hemorrnegic Fever Center, 45th Evacuction Hospital. In 1955, General Toylor 
returned to the United States as c resident in pulmonary disease at Fitzsimons Generci 
Hospital and later became Chief, Non-TB Chest Disease Service. 


In 1957, he became Commanding Officer, US Army Medical Research and Development 
Unit, Fitzsimons General Hespitol. 


Following a fellowship in tropical medicine at Louisiana State University in 1959, Genercl 
Taylor become Chief, Biophysics and Astronautics Research Branch of the US Army Medical 
Research end Develooment. Command. After successive staff assignments, he was named 
Deputy Commander of the Command in 1963. 


September 1964 saw General Taylor serving os Staff Surgeon of the Joint US Military 
Assistance Grous in Thailanc end Command Surgeon of the Militery Assistance Command, 
Theiland, After attending the Army Vier College at Ceriisle Borrecxs, Pennsylvanic, he 
served in the Office of the Secretory of Defense as Chief, Biological and Mecics! Sciences 
Division, Office of the Director of Defense Research and Engineering. 


He served os Commend Surgeon, Headquarters, Militery Assistence Commend, Vietnem, 
from 1969-70, where he was promoted to Brigadier General on October |, 1969. In 
September 1970, he became Commanding General of the US Army Medical Reseerch 
and Development Command. He wes sworn in as the Deputy Surgeon General on Merch 
|, 1973, and tecame The Surgeon General, US Army, on October |, 1973. 


He is certified by the American Board of internal Medicine, and is a Fellow of both 
the American College of Physicians and the Americen College of Chest Phrysicicns. 
He is a member of the American Medical Association, ‘the Association of Military 
Surgeons of the US (Post President), and the New York Academy of Science. 


His awards and decorations include the Distinguished Service Medal, the Legion of 
Merit with oak leof cluster, the Bronze Star Meda!, the Joint Services Commendation 
Medal with oak leaf cluster and the Army Commendation Medal with oak leaf cluster. 
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Mr. Chairman: 


| om pleased to appear before you to review Department of Defense policies and 
procedures to protect the rights and welfare of human subjects of biomedical and 
behavioral research conducted under its sponsorship. | believe thet your invitation 
— based upon a desire to know whether the Department of Defense has sponsored or 
is now sponsoring medical research which exposes human beings to unreasonable risks. 
| refer to the risks of death or likely permanent damage to the mind, personclity, or 
physical well-being as _— of research. | assure you that Department of Defense 
policy prohibits research carrying this degree of risk as well as research on humans 
who hove not given thei: free and informed consent. | believe that you also wish 
to know whether the Department of Defense meets current standards for conduct of 
research in humen subjects. The Deportment of Defense ond the militory departments 
today follow standards for protecticn of research subjects which ecusl or exceed those 


follawed by other Feceral agencies and the medical community ct lerge. 


The besic Department of Defense policy governing medical experiments wos 
promulgated by the Secretary of Defense on 26 February 1953 (Ime! |). This policy 
is based on the Nuremt erg Code of 1947, which followed the war crimes trials (Inc! 2). 
The Chief of Staff published an implementing Memorandum in 1953. The departmental 
regulations implementing the tightening Federal contr-.'s of studies using investicctioncl 
drugs, use of volunteers in medical research, and clinical investigations are listed 


at Incl 3. Copies of these regulations are available to your staff. 
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Some impacts of these various regulations cre thet an indivicual perticipating 
@s a subject is required to be fully informed of the nature, purposes, and the effects 
of the experimentation; he must give voluntary written informed consent without 


coercion; and he must be allowed to withdraw at ony point from the experiment. 


These basic moral, ethical, and legal principles, identified above, ore common 
q . ° . 
to the regulations of the military deportments. The Department of Defense has 


demonstrated a continuing concern in this area and has reviewed the procedures 


ond taken corrective action where it was needed, 


In 1964, HEW and DOD entered ints a Memorandum of Understanding related 
to new regulatory authority and responsibilities of the FDA concerning investigational 
drugs. This Memorandum and subsequent DOD Directives and service regulations 
established Investigational Drug Review Boards within the Offices of the Surgeons 
General. The boards provide professional review of proposed investigctions with 
new drugs and biologicals. With these boards, the DOD was permitted certain 
exceptions from ordinary FDA review, including military requirements work which 
wes classified, for reasons of national security. The DOD agreed to discuss its 
classified investigations of drugs periodically with FDA personnel who had proper 
security clearance and to report to FDA findings associated with such studies 
which FDA should be cware of to make a sound evoluction of non-classified studies 


proposed on the some or similar drugs. 
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In May 1974, the Anny staff responsibility for research involving life sciences 
was transferred from the Army Research Office, Office of the Chief of Research 
and Development, to The Surgeon General. In July of 1974, the cpproval authority 
for cll research involving human subjects in the Army, except for nuclear and 
chemical warfare wieted uibtins was ew from the Office of the Chief of 
Research and Development to The Surgeon General. Proposals for research with 
nuclear or chemical warfere agents are forwarded by The Surgeon General with 


recommendations on the medical aspects to the Secretary of the Army for cpproval. 


In October 1974, The Surgeon General established the Human Use Review Office 
under the direction of the Assistant Surgeon General for Research and Development. 
The Human Use Review Office was charged with administering and ccordinating 
activities of the Army Investigational Drug a Board, the US Army Medica! 
Research and Cevelopment Command Contract Review Board, and The Surgeon 
General's Human Use Committee and Clinical Investigation Committee to insure 
uniform applicction of ethical standards for human research studies conducted within 


or sponsored by the Army Medical Department and other Army agencies. 


The Human Use Review Committee is the central Army processing point for 
call extromural and intramural human subjects research which require opproval under 
provistons of Army Regulations. The staff includes a full time physician, two phormacists 
with odvanced training in pharmacology and a biostatisticion. Legai advice is provided 


by attorneys in the Army Medical Reseorch and Development Commend. This medi--! 
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scientific; and legal staff identifies proplem areas and requests review by expert 
professional consultants, clarifications and/or revision before pratocols cre suomitted 

to appropriate committees for review and recommendations to The Surgeon General. 

The Deputy Surgeon General has been delegated authority for final approval exceot for 
nuclear and chemical warfare related studies. The Secretery of the Army retains final 
approval authority for all studies with nuclear or chemical warfare agents. The Humen 
Use Review Office is the authorized channel hewea which Army investigators communic: 
with the Food and Drug Administration (FDA). The Army committees on human subiects 
research reviewed and made recommendations on over 300 research proposals during fisc=. 
yeor 1975. Provisions for the protection of human subjects and the detailed content of 
consent agreements were the primary concern of the members. The carefui review is 
reflected by the fact that a large number of proposals were disapproved or deferred perc: 
revision of the consent procedures. The Human Use Review Office staff and committees 
apply the standards contained in current Deportment of Defense and Department of Heci: 
Education, and Welfare (DHE) regulations. For exemple, when the recent HEV! merz- 
torium on fetal research wos promulgated, the files were searched to be sure such resecr=- 
was not being conducted within the Army Clinical Investigation Program. The Humen 
Use Review committees have paid porticulor ote to special classes of subjects 
involved in Army research i.e. children, pregnant women, and prisoners, and have 


often required special consent procedures appropricte to a particular project. 


Within the Army, increased emphasis has been placed on insuring thet agencies 
outside the Army Medical Department follow the same high standards as those within 


it. We have insisted thet other Army agencies interpret the language of AR 70-25 
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broadly to include all experiments which may expose participants to risk even the. 
the project proponents may consider the testing to be primarily an operctional exc 
ination of prototype machinery or equipment. If a test of c mew uniform or vehic! 
for example, mcy expose subjects to risks from hect stress, noise, or fumes, the 
protocol is examined in detail to be sure thet the subjects cre fully informed volur 
and to reduce risk as much as possible. A large amount of time and effort is ofter. 
required to adequately review tests of this type since their uniquely military setti- 
sometimes makes it difficult to distinguish cleerly what tasks are reasonedly “in + 


line of duty." 


Scope of Department of Defense Research Involving Humeon Supjects 


Within this context, | would like to discuss in brogd terms the present Deperi 
of Defense research effort involving human subjects. Military missions expose tr: 
to extremely diverse hazards and stresses, including "exotic" infections such cs 
melcria and scrub typhus, rst pressure vorictions, as in deep diving, and crasa 
forces; and high and low velocity missile combat wounds. The effectiveness of e: 
our most "automated" military systems still is intimately linked to proper human 
performance. The rising cost of defense manpower means thot efforts to decrecse 
non-effectiveness of military personnel ore increasingly important. Within our 
military health core systems we must conserve the fighting strength, and maintain 
quolity health care. It should not be surprising that o defense environment of this 
kind generctes requirements for research and investigation which can only be met 


the use of human subjects. © 
+ $ 
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All Department of Defense work using human subjects is conducted to meet 
requirements of the Department of Defense. There are two main divisions of this 
work. First, and by far the largest, is the RDTE funded program, The second, and 


newer program is thet of clinical investigstions funded in operations and maintencnc: 


accounts. 


The ROTE program is reviewed by the Director of Defense Research and Enginec-i- 
and conducted by the Military Departments. Its requirements are g»erated by ri! i:- 


unique needs of the Department of Defense and the Military Departments. 


The Assistant Secretary of Defense (Health and Environ) is the DOD groponz 
of the clinical investigation progrem. The requirement for this program is generc: =~ 
by the Department of Defense mission of providing health care and training of mecic=: 
personnel. The work here more nearly resembles civilian (university) research procsz: 
Professional postgraduate medical training requires the experience of research <7 c:!. 
investigation, while the opportunity to participate in clinical investigations remair.: 
an importont coreer incentive. While the work may not be unique to the Militery 


Departments, it is usually of considerable relevance and aimed at improving the care 


in military hospitals. 


Some examples of military medical reseorch are: 


Casualty Ccre 


a. Use of electrical onesthesia in surgery. 


b. Tissue (bone) transplantation in the treatment of severe maxillofacial wounc: 
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Infectious Disease. This crea is one of great importance ond interest in the 


Department of Defense and accounts for the largest use of human subjects, chiefly 
in vaccine development. 

@. Development and testing of a meningococcal meningitis vaccine to protect 
recruit populations. 

b. Development and testing of new antimalarial drugs against maleriaresistent 


to conventional medications. 


Following tests for safety and effectiveness in experimental animals, humens 


must be involved initially in small and later lorger scale tests. 


Hozerd Protection 


Human testing of physiological techniques to improve tolerance to sustained 


high accelerction forces encountered in corbet circroft. 


Evaluation of body heat loss encountered in cold-weter diving in various protective 


suits. 


This area of research is primarily performed ty active duty military personnel 
who are skilled in operating in these unusucl environments and who have voluriteered 
for hazardous duty, for which they receive extro pay. This area of réeseorch is 
potentially the most hazardous of Department of Defense research and the one with 


the most highly trained subjects. 
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Defense Agcinst Chemical Weapons 


This research is conducted in service ond under contract by Edgewood Arsencl, 
which is o port of the US Army Materiel Commend. Research involving defense 
against chemical and biological weapons wes authorized by the Secretary of the 
Army in !953 and hes been governed by Deportment of Defense and Army directives 
originally written in 1953 containing the language of the Nurerterg Code which | 
referred to eorlier. This work wos reviewed in open hearings before the House 
Committee on Science and Astronautics, 16 and 22 June 1959, and on severc! Icter 
occasions by Congressional Committees. The major research effort is involved with 
trying to find more effective antidote drugs to counteract chemico! weapons that we 
know are in the enenats of potential enemies. Many of the drugs thot ore used ¢o 
temporerily affect performonce and ability to do complex tasks but this is o sido effect 
and not on intended purpose of using the drug | om sure you may hove many questions 
about the history of this type of resecrch and | will do my best to answer them. | would 
like to point out, however, that no drug is tested if there is any suspicion from pre- 
clinical testing in animels that it will have serious adverse or long lasting effects. 
Furthermore, the review mechanisms applied te Edgewood hove been tightened ove- 
the last two yeers so thet protocols cre reviewed by the Army Investigational Drug 
Review Board and Human Subjects Research Review Boord and relevant Department of 
Defense ond Food and Drug Administretion regulations are followed. A case in point 
is the newly developed ontidote called “TAB” which will replace the traditional 


atropine antidote carried by US Armed Forces, A meeting was held with the FDA in 


November 1974 regording the deployment of this new drug. Since that time, further 
clinical studies have been postponed pending submission of further date to FDA. Concems 
expressed by former participants in the Army Chemical Warfare human testing program on 
lysergic acid diethylamide (LSD) have prompted me to direct a complete medical follow- 


up study of all porticipents.. The current status of the follow-up is at Incl 4. 


Other Work with Investigetional Drugs 


There is presently no clossified work with investigational drugs being conducted 
in the Department of Defense. The large majority of this work has.ciways been open 
and reported fully to the Food and Drug Administration, Presumably all use of inves- 
tigational drugs in the Deportment of Defense is formally on file with the FDA ond 
projects cre subject to thet agency's review before projects ore begun. In addition 
to the 1974 enetien, mentioned chove, representatives of the Food and Drug Acminis- 
tration reviewed the medical research activities at Edgewood Arsenal in 1967, pursuant 
to the HEW/DOC agreensent, and a liaison visit by FDA wes made to the Biomedical 
Laboratory, Edgewood Arenal in 1972. More cetciled information chout Department 
of Defense research involving human subjects will be provided for the record. Historicci 


information which you may desire will be promptly retrieved. 


Aseyou have heard, there is evidence thot the sound ethical principles directed 
in past and present DOD regulations oppeor not always to have been followed, 
particularly in the 1950's. Where this hos been true, | velieve that the problem hes 
not been lack of guidelines but lack of compliance with them. We all deplore ony 


instances in which the welfare of human subjects was not properly protected. 
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Procedures have been implemented that tighten control of this work so that the 

future will not provide more incidents. | assure you thot no contract or in service 
projects calling for experimentation upon human beings will be done in the future by 
any port of the Department of Defense without the proper safeguards. In addition, 
action hes been token to insure that ony participation in volunteer studies under the 
sponsorship of Fort Detrick or Edgewood Arsencai by service personnel will be carefully 


documented in individual medical records. 


My aim has been to give you an overview of the subject. | assure you thet when 
we ask people to assume ony degree of risk as part of o Department of Defense medical 
or behavioral research project, we do it in the context of a long tradition of ethical 
responsibility. | believe our post efforts to protect subjects hove been vigorous but 


we are always striving to improve. 


lo 


582 


1a 
10 
"0 
jr 


SECRETARY OF DEFENSE 
Wes hi ngt on 


26 Feb 1953 


HEMORANDUM FOR SECRETARY OF THE AR‘Y 
SECRETARY OF THE NAV 
SECRETARY OF TEE AIR FORCE 


SUBJECT: Use of Euman Volunteers in Experimental Research 


1. Based upon a recozrendat=on of the Armed Forces <°.<<:* 
Policy Ccouncil, that humcn subjects be erploved, uncer r7:° 
safegi.arcs, 2s the only fecsible means for realistic eva: 


and/or develorment of effective creventive measures cf d--- 
against atomic, biolocvical or chemical asents, tac policy’ 
forth below will govern the use of human volunteers by ‘*r2 
Department of Defense in experimental research in the fizldcs 
of atomic, biological and/or chemical warfare 

2sic medical ressonsidilizyv 
SfASE of all-tvees esainsre 
are avyents, Arr.ed Ser 


stallaticns enguses. fa Su 
pa sc 
} “1 


2. vy reasca of th: 
with the feveleusent of 
biolocical and/or cnemi: 
and/or civilians on éuti 
shall S52 permittee to active 
program, such participation 
conditions: 


a. The voluntary consent of the hurman eubject :s 
absolutely essential. 


(1) This se2ans that the derson- involved sheuls 
have lezsal caszcity to give consent; shonlia te ee 
situated as to be able to exercise frze fower of 
choice, without the intervention of ary eletin= * 
force, fraud, ceceit, auress, over-rercning, oF . 
ulterior fsrm of sonstraint or coercion; ord ¢..:. 
have sufficient knowledge and comprehension of <... 
elements of the subject matter involved as to 
enable-him to make an understanding -ene enlich 
decision. This latter element reuvires that *: 
the accentance cf an affirmative decision ky 7 
experimental subicct there should be 7239 Anor 
to him the nature, curction, and purrcose of 

the experiment; the nechod and means by 
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which it is to be conducted; all inconveniences 

and hazards reasonably to be expected; and the 
effects upon his health or person which may possibly 
come from his participation in the experiment. 


(2) The concept of the human subject shall be in 
writing, his signature ch2ll be affixed to a written 
instument setting forth substantially the afore- 
mentioned reouirements and shall be signed in the 
presence of at least one witness who shall attest to 
such signature in writing. 


(a) In experiments where personnel from mor 
than one Service are invoived the Secretary oz the 
Service which is exercising primary respensibilicy 
for conducting the exnerimene is esignated to s-7¢- 
pare such aninstriment and wenesinnbe it for use 
by all the Scrvic2s having human volunteers invoive 
in the experiment. “s 


f.. 


(3) The duty and responsibility for ascertain: ng 
the cuality of the csnsent rests ursn each iniwlci¢isl 


who initiates, dir<cts cr encaces in the sperisent. 
It is a personal cuty and reszronsibility waich re} 's 
not be delegated to another with inmpunicy. 
b. The experiment should be such as to vield fruitful 
results for the scood of societv, unnreocurable by other r2thods 
Or meuns cf study, and not rancom and unnecessary in nature. 


c. The number of velunteers used shali be kept ata 
minimum consistent with item b., abcve. 


ad. The exveriment should be so desizgned and based on th+ 
results of anizal experimentation and a iknowlecse cf the naturai 
history of the disease or other problem under study that the 
anticinatzea resulis will justify the performance of the ¢cxperit=: 

@. The experiment should be so conducted as to avoid ai- 
unnecessary physical and mental suffering and injury. 


“ira NO: experiment “should: be- conducted where there.:is: an 
a priori reason to believe that death or Gisabling injury will 
occur. 


g. The degree of risk to be taken should never exceed 
that determined by the humanitgrian importance of the probien 
to be solved by the experiment. 
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h. Proper preparation should be made and adequate 
facilitics provided to protect the experimental subject against 
even remote possibilities of injury, disability, or death. 


i. The exver 
cally qualified rersons. T: 
should be recuired through 4 
who conduct or engage in the 


iment should be cencucted only by scientiz 

12 High2st Gegr ee of skill and cize 
ll stcces of the c::ceriment of tho: 
o 


j- During the course of the experiment the human cu! 
should be at literty to bring the experiment to an end if he h- 
reached the physical or mencel state where continuation of <: 
experiment seems to him to be impossible. 


k. During the course of the experiment the scientis« : 
charge must be prepared to texminnte the eée::periment at anv tc. 
if he has probable care to Sslieve, in the exercise of ths rz: 
faith, superior Sikili cad cs srctul jucoment recuired of him eh: 
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1 
continuation of the experiment is likely to result in injurv, 
ability, or death to the experimental subject. 


l. The established policy, which nrohihits the ur2 oF 
prisoners of weir in ivusan enseriseantation, is continzsad @nc t:. 
Will not be used under cny circunstences. 


he Sac ctaziss of the Arinv, Navy and Air Force are 
& t9 enduct IGS taAcSs in commestion with *4a Ceavel. 
of defenses of all eveos acainst estomic, »ioleatical and/or cr... 
Warlare GountsS iavoOlvaty Ons Use Of HuwwsaA Subjects Within sn2 


limics prescrisca aiscve 


4. In each instance in waAich @n experiment is pz TOLcseG rt 
SUENE tO CAiiS MomOYaucem, uc uature and pistpose OF ENS YFos° 
experisent and the nane of the person who will be in charsa of 
such exreriment shall be swositted tor amproval to tne Seerst: 
of the military Caparement in which. the proposed experiment is 
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be cenducted. Uo such exptriment shall ba SOCOS UENO vn age 3° 
Ser -2cacyv hés arproved in writing the eure : 
proson wo will be in caarye of coaducting 
the Secretary of Derense. 
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i +i-Sa - The addresses wil}-be. responsible for insuring comtli. 
with the crovisions of this memoranéum within their respectiv: 
Services. 


/signed/ , 
C.E. WILSON 
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and comprehenwea of th: ele:nenis of ine sud 
_ ett muster inveived as to enanie Aun to make 
_ 98 Understanding and enientened Use:sion. This 
"fatter element requites that betore ine sccept- 
“ance of an sifirmative decision by the excen- 


ane eubjec: there should te made kscwn to 


= him the nature, curanen, and puicese of the 

the method and means vy wacd it 
is to be conducted: ail inconveniences aad haz- 
ards reasonab'y to te exsrcicu: and ioe cilecss 


" upon his hesith or person which may ovssiciy 


some from his participation in the experiment. 

The duty and responsidiity fcr asceriain- 
ing the quality of the consent resis upun eaun 
individuai who initiates, directs, of emyares ic 

“the experiment. It is a semonail duty sad re- 
sponubility which may not be Cciegaied to an 
other with unpunity. 

2 Theexpertment snould be such as te 
yield fruitful resuits tor the good of ssviety 
unprocuradle by other metncus of Mesrs ¢: 
study, and not random: and unnecessary in na- 
“ture, 

3. The experiment should be so desienec 
and based on the resuiis of animal exoerimenta 
tion end a knowledze of the natural Asiory ¢ 
the disease or other orodiem uncer study ihc 
the anticipated results wiil jusii:v ime periosm 
ance of the experiment. 

4. The experiment snould be so conduste 
as to avoid all unnecessary pirwsical and mien: 
suflerirs and iniury. 

S. No experiment should be conluste 
where there is on ¢ pricri reason 89 Seilere in 
death or disabing imury writ ussur; 2ns22 
perhass, in those experimen:s where the exoe: 
mental physic:ans siso serve 23 su>:2c's. 

6. The aegeee of risk to Se isken cade 
mever exceed that determine! by’ the Sumer 
tartan importonce of the proviem to be soive 
by the experiment. 

Proper preparations should be made ar 
adeyustz facilities provided to prowc: ine ¢ 
petumental subject syainst even rencte pcs 
bilities of injury, disaminv. or Ceath. 

8. The etperiment shouid be conduc: 
only by scientifically qualified persons. T 
highest degree of skill smd care shauid Fe : 
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those who conduct OF engage in ine erapsimenc 


9. During the cour:e of the exreriment 1 
human subject should be at liberty to cringe 1 
experiment to an end if he has reached the on 
ied Of mental .siate where continuation uf + 
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30. During the course of ine experim: 
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CURRENT REGULATIONS 


Army 


AR 40-7 Use of Investicational Drugs in Humans and 
the Use of Scnedule I Controlled Drug 
Substances, + apr 75 


AR 40-38 Clinical Investigation Program, 23 Feb 73 
AR 70-25 Use cf Volunteers as Subjects of Research, 
15 Sep 74 
Navy 
BUMEDINST 6000.43 Clinical Investigation Program, 15 Jan 75 
BUMEDINST 6710.49D Investigational Use of New Drugs in Human 


Beings, 9 Jul 73 


SECNAVINST 3900.39 Use of Volunteers as Subjects in Research, 
Development, Test anc Evaluation, 28 Asr 69 


Air Force 
AFR 169-6 Clinical Investigation, 26 Jun 74 
AFR 169-8 Use of Human Test Subjects.in the Medical 
Service, 19 Aug 74 
AFR 80-33 Use of Volunteers in Aerospace Research, 
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of the National Commission for the 
Protection of Human Subjects of 
Biomedical and Behavioral Research 


AGENCY: Department of Health, 
Education. and Welfare. 


ACTION: Notice of Report for 
Public Comment. 


‘SUMMARY: On July 12, 1974, the 
National Research Act (Pub. L. 93- 
348) was signed into law, there-by 
creating the National Commission 
for the Protection of Human Sub- 
jects of Biomedical and Behavioral 
Research. One of the charges to the 
Commission was to identify the basic 
ethical principles that should underlie 
the conduct of biomedical and behav- 
ioral research involving human sub- 
jects and to deveiop guidelines which 
should be followed to assure that 
such research is conducted in 
accordance with those principles. In 
carrying out the above, the Commis- 
sion was directed to consider: (i) the 
boundaries between biomedical and 
behavioral research and the accepted 
and routine practice of medicine, (ii) 
the role of assessment of risk-benefit 
criteria in the determination of the 
appropriateness of research involving 
human subjects. (iii) appropriate 
guidelines for the selection of human 
subjects for participation in such 
research and (iv) the nature and 
definition of informed consent in 
various research settings. 


The Belmont Report attempts to 
summarize the basic ethical princi- 
ples identified by the Commission in 
the course of its deliberations. It is 
the outgrowth of an intensive four- 
day period of discussions that were 
heid in February 1976 at the Smith- 
sonian Institution's Belmont Confer- 
ence Center supplemented by the 
monthly deliberations of the Com- 
mission that were held over a period 
of nearly four years. It is a statement 
of basic ethical principles and guide- 
lines that should assist in resciving 
the ethical problems that surround 
the conduct of research with human 
subjects. By publishing the Report in 
the Federal Register, and providing 
reprints upon request, the Secretary 
intends that it may be made readily 
available to scientists, members of 
Institutional Review Boards, and 
Federal employees. The two-volume 
Appendix, containing the lengthy 
reports of experts and specialists who 
assisted the Commission in fulfilling 
this part of its charge, is available as 
DHEW Publication No. (OS) 78- 
0013 and No. (OS) 78-0014, for sale 


by the Superintendent of Documents, 


U.S. Government Printing Office, 
Washington, D.C. 20402. 

Unlike most other reports of the 
Commission, the Belmont Report 
does not make specific recommenda- 
tions for administrative action by the 
Secretary of Health, Education, and 
Welfare. Rather, the Commission 
recommended that the Belmont 
Report be adopted in its entirety, as 
a statement of the Department's pol- 
icy. The Department requests public 
comment on this recommendation. 


Nationa! Commission for the Protec- 
tion of Human Subjects of Biomedi- 
cal and Behaviors! Research 


Members of the Commission 


Kenneth John Ryan, M.D., Chair- 
man. Chief of Staff. Boston Hos- 
pita! for Women. 

Joseph V. Brady, Ph.D.. Professor of 
Behavioral Biology, Johns Hop- 
kins University. 

Robert E. Cooke. M.D. President, 
Medical College of Pennsylvania. 
Dorothy I. Height, President, 
National Council of Negro 

Women, Inc. 

Albert R. Jonsen, Ph.D., Associate 
Professor of Bioethics, University of 
California at San Francisco. 

Patricia King, J.D., Associate Pro- 
fessor of Law, Georgetown Uni- 
versity Law Center. 

Karen Lebacqz, Ph.D., Associate 
Professor of Christian Ethics, Pacific 
School of Religion. 

*David W. Louisell, J.D., Professor of 
Law, University of California at 
Berkeley. 

Donald W. Seldin, M.D., Professor 
and Chairman, Department of In- 
ternal Medicine, University of Texas 
at Dallas. 

Eliot Stellar, Ph.D., Provost of the 
University and Professor of Physio- 
logical Psychology, University of 
Pennsylvania. 

*Robert H. Turtle, LL.B., Attorney, 
VomBaur, Coburn, Simmons & 
Turtle, Washington, D.C. 


* Deceased. 


Table of Contents 


A. Boundaries Between Practice and 
Research 
B. Basic Ethical Principles 
1. Respect for Persons 
2. Beneficence 
3. Justice 
C. Applications 
1. Informed Consent 
2. Assessment of Risk and Benefits 
3. Selection of Subjects 


THE BELMONT REPORT 


Page 3 


Belmont Report 


Ethical Principles and Guidelines for 
Research Involving Human Subjects 


Scientific research has produced sub- 
stantial social benefits. It has also 
posed some troubling ethical questions. 
Public attention was drawn to these 
questions by reported abuses of human 
subjects in biomedical experiments, 
especially during the Second World 
War. During the Nuremberg War 
Crime Trials, the Nuremberg code 
was drafted as a set of standards for 
judging physicians and scientists who 
had conducted biomedical experiments 
on conceniration camp prisoners. 
This code became the prototype of 
many later codes! intended to assure 
that research involving human subjects 
would be carried out in an ethical 
manner. 

The codes consist of rules, some 
general, others specific, that guide 
the investigators or the reviewers of 
research in their work. Such rules 
often are inadequate tc cover com- 
plex situations; at times they come 
into conflict, and they are frequently 
difficult to interpret or apply. 
Broader ethical principles will pro- 
vide a basis on which specific rules 
may be formulated, criticized and 
interpreted. 

Three principles, or general pres- 
criptive judgments, that are relevant 
to research involving human subjects 
are identified in this statement. Other 
principles may also be relevant. 
These three are comprehensive, how- 
ever, and are stated at a level of gen- 
eraiization that should assist scient- 
ists, subjects, reviewers and interested 
citizens to understand the ethical 
issues inherent in research involving 
human subjects. These principles 


'Since 1945, various codes for the proper 
and responsible conduct of human experimen- 
tation in medical research have been adopted 
by different organizations. The best known of 
these codes are the Nuremberg Code of 1947, 
the Helsinki Declaration of 1964 (revised in 
1975), and the 1971 Guidelines (codified into 
Federa! Regulations in 1974) issued by the 
U.S. Department of Health, Education, and 
Welfare Codes for the conduct of social and 
behaviora! research have also been adopted. 
the best known being that of the American 
Psychological Association, published in 1973. 


cannot always be applied so as to 
resolve beyond dispute particular eth- 
ical probiems. The objective is to 
provide an analytical framework that 
will guide the resolution of ethical 
problems arising from research 
invoiving human subjects. 


This statement consists of a distinc- 
tion between research and practice, a 
discussion of the three basic ethical 
principles, and remarks about the 
application of these principles. 


A. Boundaries Between Practice and 
Research 


It is imporiant to distinguish 
between biomedical and behavioral 
research, on the one hand, and the 
practice of accepted therapy on the 
other, in order to know what activi- 
ties ought to undergo review for the 
protection of human subjects of 
research. The distinction between 
research and practice is blurred partly 
because both often occur together (as 
in research designed to evaluate a 
therapy) and partly because notable 
departures from standard praciice 
are often called “experimental” when 
the terms “experimental” and 
“research” are not carefully defined. 

For the most part, the term “prac- 
tice” refers to interventions that are 
designed solely to enhance the well- 
being of an individual patient or 
client and that have a reasonable 
expectation of success. The purpose 
of medical or behavioral practice is 


2Although practice usually involves inter- 
ventions designed solely to enhance the well- 
being of a particular individual, interventions 
are sometimes applied to one individual for 
the enhancement of the well-being of another 
(e.g., blood donation, skin grafts, organ trans- 
plants) or an intervention may have the dual 
purpose of enhancing the we!l-being of a par- 
ticular individual and, at the same time, pro- 
viding some benefit to others (¢.g.. vaccina- 
tion, which protects both the person who is 
vaccinated and society generally). The fact that 
some forms of pratice have elements other 
than immediate benefit to the individual 
receiving an intervention, however, should not 
confuse the general distinction between 
research and practice. Even when a procedure 
applied in practice may benefit some other 
person. it remains an intervention designed to 
enhance the well-being of a particular individ- 
wal or groups of individuals, thus, it is practice 
and need not be reviewed as research. 
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to provide diagnosis. preventive 
treatment or therapy to particular 
individuals.* By contrast, the term 
“research” designates an activity 
designed to test an hypothesis, permit 
conclusions to be drawn, and thereby 
to develop or contribute to generaliz- 
able knowledge (expressed, for 
example, in theories, principles, and 
statements of relationships). 
Research is usually described in a 
formal protocol that sets forth an 
objective and a set of procedures 
designed to reach that objective 

When a clinician departs in a sig- 
nificant way from standard or 
accepted practice, the innovation 
does not, in and of itself, constitute 
research. The fact that a procedure is 
“experimental,” im the sense of new, 
untested or different, does not auto- 
matically place it in the category of 
research. Radical'y new procedures 
of this description should, however, 
be made the object of formal 
research at an early stage in order to 
determine whether they are safe and 
effective. Thus, it is the responsibility 
of medical practice committees, for 
example, to insist that a major inno- 
vation be incorporated into a formal 
research project.’ 

Research and practice may be car- 
ried on together when research is 
designed to evaluate the safety and 
efficacy of a therapy. This need not 
cause any confusion regarding 
whether or not the activity requires 
review; the general rule is that if 
there is any element of research in an 
activity, that activity should undergo 
review for the protection of human 


subjects. 
B. Basic Ethical Principles 


The expression “basic ethical prin- 
ciples” refers to those general judg- 
ments that serve as a basic justifica- 
tion for the many particular ethical 
prescriptions and evaluations of 


‘Because the problems related to social 
experimentation may differ substantisily from 
those of biomedica! and behavioral research, 
the Commission specifically declines to make 
any policy determination regarding such 
research at this tume. Rather, the Commission 
believes that the problem ought to be 
addressed by one of its successor bodies. 
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human actions. Three basic princi- 
ples. among those generally accepted 
im our cultural tradition, are particu- 
lariy relevant to the ethics of research 
involving human subjects: the princi- 
ples of respect for persons, benefi- 
cence and justice. 

1. Respect for Persons. —Respect 
for persons incorporates at least two 
ethical convictions: first, that indi- 
viduals should be treated as auto- 
nomous agents. and second, that per- 
sons with diminished autonomy are 
entitled to protection. The principle 
of respect for persons thus divides 
into two separate moral require- 
ments: the requirement to acknowl- 
edge autonomy and the requirement 
to protect (hose with diminished 
autonomy. 

An autonomous person ts an indi- 
vidual capable of deliberation about 
personal goals and of acting under 
the direction of such deliberation. To 
respect autonomy is to give weight to 
autonomous persons’ considered 
opinions and choices while refraining 
from obstructing their actions unless 
they are clearly detrimental to others. 
To show lack of respect for an auto- 
nomous agent is to repudiate that 
person's considered judgments, to 
deny an individual the freedom to act 
on those considered judgments, or to 
withhold information necessary to 
make a considered judgment, when 
there are no compelling reasons to do 
so. 

However, not every human being 
is capable of self-determination. The 
capacity for self-determination 
matures during an individual's life, 
and some individuals lose this capac- 
ity wholly or in part because of 
illness, mental! disability, or circum- 
stances that severely restrict liberty. 
Respect for the immature and the 
incapacitated may require protecting 
them as they mature or while they 
are incapacitated. 

Some persons are in need of 
extensive protection, even to the 
point of excluding them from activi- 
ties which may harm them; other 
persons require little protection 
beyond making sure they undertake 
activities freciy and with awareness 
of possibile adverse consequences. 


The extent of protection afforded 
should depend upon the risk of harm 
and the likelihood of benefit. The 
judgment that any individual lacks 
autonomy shouid be periodically ree- 
valuated and will vary in different 
situations. 

In most cases of research involving 
human subjects, respect for persons 
demands that subjects enter into the 
research voluntarily and with ade- 
quate information. In some situa- 
tiens, however, application of the 
principie is not obvious. The invol- 
vement of prisoners as subjects of 
research provides an instructive 
example. On the one hand, it would 
seem that the principle of respect for 
persons requires that prisoners not be 
deprived of the opportunity to volun- 
teer for research. On the other hand, 
under prison conditions they may be 
subtly coerced or unduly influenced 
to engage in research activities for 
which they would not otherwise 
volunteer. Respect for persons would 
then dictate that prisoners be pro- 
tected. Whether to allow prisoners to 
“volunteer” or to “protect” them 
presents a dilemma. Respecting per- 
sons, in most hard cases, is often a 
matter of balancing competing claims 
urged by the principle of respect 
itself. 

2. Beneficence.—Persons are 
treated in an ethical manner not only 
by respecting their decisions and pro- 
tecting them from harm, but also by 
making efforts to secure their welli- 
being. Such treatment falls under the 
principle of beneficence. The term 
“beneficence” is often understood to 
cover acts of kindness or charity that 
ge beyond strict obligation. In this 
document, beneficence is understood 
in a stronger sense, as an obligation. 
Two general rules have been formu- 
lated as complementary expressions 
of beneficent actions in this sense: (1) 
do not harm and (2) maximize possi- 
ble benefits and minimize possible 
harms. 


The Hippocratic maxim “do no 
harm” has long been a fundamental 


principle of medical ethics. Claude 


Bernard extended it to the realm of 
research, saying that one should not 
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injure one person regardless of the 
benefits that might come to others. 
However, even avoiding harm 
requires learning what is harmful: 
and, in the process of obtaining this 
information, persons may be exposed 
to risk of harm. Further, the Hippo- 
cratic Oath requires physicians to 
benefit their patients “according to 
their best judgment.” Learning what 
will in fact benefit may require 
exposing persons to risk. The prob- 
lem posed by these imperatives is to 
decide when it is justifiable to seek 
certain benefits despite the risks 
involved, and when the benefits 
should be furegone because of the 
risks. 

The obligations of beneficence 
affect both individual investigators 
and society at large, because they 
extend both to particular research 
projects and to the entire enterprise 
of research. In the case of particular 
projects, investigators and members 
of their institutions are obliged to 
give forethought to the maximization 
of benefits and the reduction of risk 
that might occur from the research 
investigation. In the case of scientific 
research in general, members of the 
larger society are obliged to recog- 
nize the longer term benefits and 
risks that may result from the 
improvement of knowledge and from 
the development of novel medical, 
psychotherapeutic, and socia! 
procedures. 

The principle of beneficence often 
occupies a well-defined justifying role 
in many areas of research involving 
human subjects. An example is found 
in research involving children. Effec- 
tive ways of treating childhood dis- 
eases and fostering healthy deveiop- 
ment are benefits that serve to justify 
research involving children—-even 
when individual research subjects are 
not direct beneficiaries. Research 
also makes is possible to avoid the 
harm that may result from the appli- 
cation of previously accepted routine 
practices that on closer investigation 
turn out to be dangerous. But the 
role of the principle of beneficence is 
not always so unambiguous. A diffi- 
cult ethical problem remains, for 
example, about research that pres- 
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ents more than minimal msk without ethics of research involving human persons requires that subjects, to the 
immediate prospect of direct benefit subjects. For example, during the degree that they are capabie, be given 
to the children involved. Some have 19th and early 20th centuries the the opportunity to choose what shall 
argued that such research is inad- burdens of serving as research sub- or shall not happen to them. This 
missible, while others have pointed jects fell largely upon poor ward Opportunity is provided when ade- 
out that this limit would rule out patients, while the benefits of quate standards for informed consent 
much research promising great improved medica! care flowed prim- are satisfied. 


benefit to children in the future. Here 


again, as with all hard cases, the dif- 


ferent claims covered by the principle 


of beneficence may come into con- 
flict and force difficult choices. 


3. Justice. —Who ought to receive 
the benefits of research and bear its 
burdens? This is a question of justice, 
in the sense of “fairness in distribu- 


tion” or “what is deserved.” An injus- 


tice occurs when sore benefit to 
which a person is entitled is denied 
without good reason or when some 
burden is imposed unduly. Another 
way of conceiving the principle of 
justice is that equals ought to be 
treated equally. However, this state- 
ment requires explication. Who is 
equal and who is unequal? What 
considerations justify departure from 
equa! distribution? Almost all com- 
mentators allow that distinctions 
based on experience, age, depriva- 
tion, competence, merit and position 


do sometimes constitute criteria justi- 


fying differential treatrnent for cer- 


tain purposes. It is necessary, then, to 


explain in what respects people 
should be treated equally. There are 
several widely accepted formulations 
of just ways to distribute burdens 
and benefits. Each formulation men- 
tions some relevant property on the 
basis of which burdens and benefits 


should be distributed. These formula- 


tions are (1) to each person an equal 


share, (2) to each person according to 


individual need, (3) to each person 
according to individual effort, (4) to 
each person according to societal 
contribution, and (5) to each person 
according to merit. 


Questions of justice have long been 


associated with socia! practices such 
as punishmert, taxation and politica! 
representation. Until recently these 
questions have not generally been 
associated with scientific research. 
dowever, they are foreshadowed 

ven in the earliest reflections on the 


arily to private patients. Subse- 
quently, the exploitation of unwilling 
prisoners as research subjects in Nazi 
concentration camps was condemned 
&$ a particularly flagrant injustice. In 
this country, in the 1940's, the Tus- 
taged, rural black men to study the 
untreated course of a disease that is 
by no means confined to that popula- 
tion. These subjects were deprived of 
demonstrably effective treatment in 
order not to interrupt the project, 
long after such treatment became 
generaily available. 

Against this historical background, 
it can be seen how conceptions of 
justice are relevant to research — 
involving human subjects. For 
example, the selection of research 
subjects needs to be scrutinized in 
order to determine whether some 
classes (e.g., welfare patients, particu- 
lar racial and ethnic minorities, or 
persons confined to institutions) are 
being systematically selected simply 
because of their easy availability, 
their compromised position, or their 
manipulability, rather than for rea- 
sons directly related to the problem 
being studied. Finaily, whenever 
research supported by public funds 
leads te the development of thera- 
peutic devices and procedures, justice 
demands both that these not provide 
advantages only to those who can 
afford them and that such research 
should not unduly involve persons 
from groups unlikely to be among 
the beneficiaries of subsequent appli- 
cations of the research. 


C. Applications 


Applications of the general princi- 
pies to the conduct of research leads 
to consideration of the following 
requirements: informed consent, 


~ risk/ benefit assessment, and the 


selection of subjects of research. 
|. Informed Consent.—Respect for 


While the importance of informed 
consent is unquestioned, controversy 
prevails over the nature and possibil- 
ity of an informed consent. Nonethe- 
bess, there is widespread agreement 
that the consent process can be ana- 
lyzed as containing three elements: 
information, comprehension and 
voluntariness 


Information. Mast codes of 
research establish specific items for 
disclosure intended to assure that 
subjects are given sufficient informa- 
tion. These items generally include: 
the research procedure, their pur- 
poses, risks and anticipated benefits, 
alternative procedures (where ther- 
apy is involved), and a statement 
offering the subject the opportunity 
to ask questions and to withdraw at 
any time from the research. Addi- 
tional items have been proposed, 
including how subjects are selected, 
the person responsible for the 
research, etc. 

However, a simpie listing of items 
does not answer the question of what 
the standard should be for judging 
how much and what sort of informa- 
tion should be provided. One stand- 
ard frequently invoked in medical 
practice, namely the information 
commonly provided by practitioners 
in the field or in tne locale, is inade- 
quate since research takes place pre- 
cisely when a common understanding 
does not exist. Another standard, 
currently popular in malpractice law, 
requires the practitioner to reveal the 
information that reasonable persons 
would wish to know ir order to make 
a decision regarding their care. This. 
too, seems insufficient since the 
research subject, being in essence a 
volunteer, may wish to know consid- 
erably more about risks gratuitously 
undertaken than do patients who 
deliver themselves into the hand of a 
clinician for needed care. It may be 
that a standard of “the reasonabic 
volunteer” should be proposed: the 
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extent and nature of information 
should be such that persons, knowing 
that the procedure is neither 
necessary for their care nor perhaps 
fuliy understood, can decide whether 
they wish to participate in the 
furthering of knowledge. Even when 
some direct benefit to them is 
anticipated, the subjects should 
understand clearly the range of risk 
and the voluntary nature of 
participation. 

A special problem of consent arises 
where informing subjects of some 
pertinent aspect of the research is 
likely to impair the validity of the 
research. In many cases, it is 
sufficient to indicate to subjects that 
they are being invited to participate 
in research of which some features 
will not be revealed until the research 
is concluded. In all cases of research 
involving incomplete disclosure, such 
research is justified only if it is clear 
that (1) incomplete disclosure is truly 
necessary to accomplish the goals of 
the research, (2) there are no 
undisclosed risks to subjects that are 
more than minimal, and (3) there is 
an adequate plan for debriefing 
subjects, when appropriate, and for 
dissemination of research results to 
them. Information adout risks should 
never be withheld for the purpose of 
eliciting the cooperation of subjects, 
and truthful answers should always 
be given to direct questions about the 
research. Care should be taken to 
distinguish cases in which disclosure 
would destroy or invalidate the 
research from cases in which 
disclosure would simply inconven- 
sence the investigator. 

Comprehension. The manner and 
context in which information is 
conveyed is as important as the 
information itself. For example, 
presenting information in a 
disorganized and rapic fashion, 
allowing too little time for 
consideration or curtailing 
opportunities for questioning, all 
may adversely affect a subject's 
ability to make an informed choice. 

Because the subject's ability to 
understand is a function of 
intelligence, rationality, maturity and 
language, it is necessary to adapt the 


presentation of the information to 
the subject's capacities. Investigators 
are responsible for ascertaining that 
the subject has comprehended the 
information. While there is always an 
obligation to ascertain that the 
information about risk to subjects is 
complete and adequately compre- 
hended, when the risks are more 
occasion, it may be suitable to give 
some oral or written tests of 
comprehension. 

Special provision may need to be 
made when comprehension is 
severely limited—for example, by 
conditions of immaturity or mental 
disability. Each class of subjects that 
one might consider as incompetent 
(e.g., infants and young children, 
mentally disabled patients, the 
terminally ill and the comatose) 
should be considered on its own 


subjects from harm. Such persons are 
thus respected both by acknowledg- 
ing their own wishes and by the use 
of third parties to protect them from 
harm. 


The third parties chosen should be 
those who are most likely to under- 
stand the incompetent subject's 
situation and to act in that person's 
best interest. The person authorized 
to act on behalf of the subject should 
be given an opportunity to observe 
the research as it proceeds in order to 
be able to withdraw the subject from 
the research, if such action appears in 
the subject's best interest. 

Voluntariness. An agreement to 
participate in research constitutes a 
valid consent only if voluntarily 
given. This element of informed 
consent requires conditions free of 
coercion and undue influence. 
Coercion occurs when an overt threat 


of harm is intentionally presented 5 
one person to another in order to 
obtain compliance. Undue influencc 
by contrast, occurs through an offer 
cf an excessive, unwarranted, 
inappropriate or improper reward o 
other overture in order to obtain 
compliance. Also, inducements that 
would ordinamily be acceptable may 
become undue influences if the 
subject is especially vulnerable. 

Unjustifiable pressures usually 
occur when persons in positions of 
authority cr commanding influence - 
especially where possibile sanctions 
are involved—urge a course of actior 
for a subject. A continuum of such 
influencing factors exists, however, 
and it is impossible to state precisely 
where justifiable persuasion ends anc 
undue influence begins. But undue 
influence would include actions such 
as manipulating a person's choice 
through the controlling influence of a 
close relative and threatening to 
withdraw health services to which an 
individual would otherwise be 
entitled. 

2. Assessment of Risks and 
Benefits.—The assessment of risks 
and benefits requires a careful 
arrayal of relevant data, including, in 
some cases, alternative ways of 
obtaining the benefits sought in the 
research. Thus, the assessment 
presents both an opportunity and a 
responsibility to gather systematic 
and comprehensive information 
about proposed research. For the 
investigator, it is a means to examine 
whether the proposed research is 
properly designed. For a review 
committee, it is a method for 
determining whether che risks that 
will be presented to subjects are 
justified. For prospective subjects, 
the assessment will assist the 
determination whether or not to 
participate. 

The Nature and Scope of Risks 
and Benefits. The requirement that 
research be justified on the basis of a 
favorable risk / benefit assessment 
bears a close relation to the principle 
of beneficence, just as the moral 
requirement that informed consent 
be obtained is derived primarily from 
the principle of respect for persons. 
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The term “risk” refers to a possibility 
that harm may occur. However, 


when expressions such as “small risk™ 


or “high risk” are used. they usually 
refer (often ambiguously) both to the 
chance (probability) of experiencing 
a harm and the severity (magnitude) 
of the envisioned harm. 

The term “benefit” is used in the 
research context to refer to 
something of positive value related to 
health or welfare. Unlike “risk,” 
“benefit” is not a term that expresses 
probabilities. Risk is properly 
contrasted to probability of benefits, 
and benefits are properly contrasted 
with harms rather than 
risks of harm. Accordingly, so-called 
risk / benefit assessments are 
concerned with the probabilities and 
magnitudes of possible harms and 
anticipated benefits. Many kinds of 
possible harms and benefits need to 
be taken into account. There are, for 
example, risks of psychological 
harm, physical harm, legal harm, 
social harm and economic harm and 
the corresponding benefits. While the 
most likely types of harms to 
research subjects are those of 
psychological or physical pain or 
injury, other possible kinds should 
not be overlooked. 

Risks and benefits of research may 
affect the individual subjects, the 
families of the individual subjects, 
and society at large (or special 
groups of subjects in society). 
Previous codes and Federal regu- 
lations have required that risks to 
subjects be outweighed by the sum of 
both the anticipated benefit to the 
subject, if any. and the anticipated 
benefit to society in the form of 
knowledge to be gained from the 
research. In balancing these different 
elements, the risks and benefits 
affecting the immediate research 
subject will normally carry special 
weight. On the other hand, interests 
other than those of the subject may 
on some occasions be sufficient by 
themselves to justify the risks 
involved in the research, so long as 
the subjects’ rights have been 
protected. Beneficence thus requires 
that we protect against risk of harm 
to subjects and also that we be 
concerned about the loss of the 


substantial benefits that might be 
gained from research. 

The Systematic Assessment of 
Risks and Benefits. \t is commonly 
said that benefits and risks must be 
“balanced” and shown to be “in a 
favorable ratio.” The metaphorical 
character of these terms draws 
attention to the difficulty of making 
precise judgments. Only on rare 
occasions will quantitative techniques 
be available for the scrutiny of 
research protocols. However, the 
idea of systematic, nonarbitrary 
analysis of risks and benefits should 
be emulated insofar as possible. This 
ideal requires those making decisions 
about the justifiability of research to 
be thorough in the accumulation and 
assessment of information about all 
aspects of the research, and to 
consider alternatives systematically. 
This procedure renders the assess- 
ment of research more rigorous and 
precise, while making communica- 
tion between review board members 
and investigators less subject to 
misinterpretation, misinformation 
and conflicting judgments. Thus, 
there should first be a determination 
of the validity of the presuppositions 
of the research; then the nature, 
probability and magnitude of risk 
should be distinguished with as much 
clarity as possible. The method of 
ascertaining risks should be explicit, 
especially where there is no 
alternative to the use of such vague 
categories as small or slight risk. It 
should also be determined whether 
an investigator's estimates of the 
probability of harm or benefits are 
reasonable, as judged by known facts 
or other available studies. 

Finally, assessment of the 
justifiability of research shoud reflect 
at least the following considerations: 
(i) Brutal or inhumane treatment of 
human subjects is never morally 
justified. (ii) Risks should be reduced 
to those necessary to achieve the 
research objective. It should be 
determined whether it is in fact 
necessary to use human subjects at 
all. Risk can perhaps never be 
entirely eliminated, but it can often 
be reduced by careful attention to 
alternative procedures. (iii) When 
research invoives significant risk of 
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serious impairment, review Commut- 
tees should be extraordinarily 
insistent on the justification of the 
risk (looking usually to the likelihood 
of benefit to the subject—or, in some 
rare cases, to the manifest volun- 
tariness of the participation). (iv) 
When vulnerable populations are 
involved in research, the appropri- 
ateness of involving them should 
itself be demonstrated. A number of 
variables go into such judgments, 
including the nature and degree of 
risk, the condition of the particular 
population involved, and the nature 
and levei of the anticipated benefits. 
(v) Relevant risks and benefits must 
be thoroughly arrayed in documents 
and procedures used in the informed 
consent process. 

3. Selection of Subjects. —Just as 
the principle of respect for persons 
finds expression in the requirements 
for consent, and the principle of 
beneficence in risk/ benefit 
assessment, the principle of justice 
gives rise to moral requirements that 
there be fair procedures and 
outcomes in the selection of research 
subjects. 

Justice is relevant to the selection 
of subjects of research at two levels: 
the social and the individual. 
Individual justice in the selection of 
subjects would require that 
researchers exhibit fairness: thus, 
they should not offer potentially 
beneficial research only to some 
patients who are in their favor or 
select only “undesirable” persons for 
risky research. Social justice requires 
that distinction be drawn between 
classes of subjects that ought, and 
ought not, to participate in any 
particuiar kind of research, based on 
the ability of members of that class 
to bear burdens and on the 
appropriateness of placing further 
burdens on already burdened 
persons. Thus, it can be considered a 
matter of social justice that there is an 
order of preference in the selection of 
classes of subjects (¢.g.. adults before 
children) and that some classes of 
potential subjects (¢.g., the 
institutionalized mentally infirm or 
prisoners) may be involved as 
research subjects, if at all, only on 
certain conditions. 
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Injustice may appear in the 
selection of subjects, even if 
individual subjects are selected fairly 
by investigators and treated fairly in 
the course of research. Thus injustice 
arises from social, racial, sexual and 
cultural biases institutionalized in 
society. Thus, even if individual 
researchers are treating their research 
subjects fairly, and even if IRBs are 
taking care to assure that subjects are 
selected fairly within a particular 
institution, unjust social patterns 
may nevertheless appear in the 
overall distribution of the burdens 
and benefits of research. Although 
individual institutions or investi- 
gators may not be able to resolve a 
problem that is pervasive in their 
social setting, they can consider 
distributive justice in selecting 
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research subjects. 

Some populations, especially 
institutionalized ones, are already 
burdened in many ways by their 
infirmities and environments. When 
research is proposed that involves 
risks and does not include a 
therapeutic component, other less 
burdened classes of persons should 
be called upon first to accept these 
risks of rch, except where the 
research is directly related to the 
specific conditions of the class 
involved. Also, even though public 
funds for research may often flow in 
the same directions as public funds 
for health care, it seems unfair that 
populations dependent on public 
health care constitute a pool of 
preferred research subjects if more 
advantaged populations are likely to 
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be the recipients of the benefits. 

One special instance of injustice 
results from the involvement of 
vulnerable subjects. Certain groups, 
such as racial minorities, the 
economically disadvantaged, the very 
sick, and the institutionalized may 
continually be sought as research 
subjects, owing to their ready 
availability in settings where research 
is conducted. Given their dependent 
status and their frequently 
compromised capacity for free 
consent, they should be protected 
against the danger of being involved 
in research solely for administrative 
convenience, or because they are easy 
to manipulate as a result of their 
illness or socioeconomic condition. 


[FR Doc. 79-12065 Filed 417-79; 8:45 am) 
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30 eA. I) 
(a) Restrictions on Experimentation. Foreign 


intelligence agencies shall not engage in experimenta- 


tion with drugs on human subjects, except with the 


informed consent, in writing and witnessed by a disinter- 


ested third party, of each such human subject and in 


accordance with the guidelines issued by the National 


Commission fur the Protection of Human Subjects for 


Biomedical and Behavioral Research. 
(e) Assistance to Law Enforcement Authorities. 

(1) No foreign intelligence agency shall, 
except as expressly authorized by law (i) provide services, 
equipment, personnel or facilities to the Law Enforcement 
Assistance Administration or to State or local police 
Organizations of the United States or (ii) participate 
in or fund any law enforcement activity within the United 
States. 

(2) These prohibitions shall not, however, 
preclude: (i) cooperation between a foreign intelligence 


agency and appropriate law enforcement agencies for the 


purpose of protecting the personnel and facilities of 

the foreign intelligence agency or preventing espionage or 
other criminal activity related to foreign intelligence 
or counterintelligence or (ii) provision of specialized 
equipment or technical knowledge for use by any other 


Federal department or agency. 
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2 
UNIVERSITY OF CALIFORNIA CASE STUDY 


This case study is an attempt to provide a context for some of the human radiation experiments 
that were carried out at one part of one institution--the Bay Area campuses of the University of 
California--and thus to explain not only how but also why such experiments occurred. The focus here is 
deliberately narrow, upon the exceptional rather than the routine. Throughout, attention centers on a 
handful of individuals identified as having had a part in those human radiation experiments--the 
plutonium injections, for example--that were of early and particular interest to the Advisory Committee. 
Accordingly, the experiments described in this case study should not be considered representative of the 
broad work of the University of California or its physicians and researchers. 

The decision to focus on this particular university was not only a consequence of its central 
importance in the story of human radiation experiments, but likewise a reflection of the rich 
documentation surviving in university archives, which makes it possible to tell the story in such detail. In 
this regard, the University of California has provided great cooperation and assistance to the Advisory 
Committee in locating the documents that are the basis for this case study. 


OVERVIEW 


The University of California (UC) has been a pioneer in two distinct but related areas of interest 
to the Advisory Committee: the development of nuclear medicine, and cooperative arrangements 
between a major university and the U.S. government in time of national emergency, with the intent of 
harnessing "science in service of the state." 

Several themes emerge from this study. Perhaps most prominent is the way in which biomedical 
research, having been voluntarily subordinated to the military's needs during the wartime emergency, 
continued to be dependent upon government support after hostilities had ended and throughout the 
ensuing Cold War. Prior to Pearl Harbor, much of the funding at the University for both basic science 
and for applied biomedical research, particularly in the treatment of cancer, was dependent upon the 
support of a few large, private philanthropic organizations. After the war, not only the funding but also 
the tools for biomedical research--including permission to use the radioisotopes that became part of the 
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armamentarium of nuclear medicine--came from a centralized federal bureaucracy, the Atomic Energy 
Commission (AEC), which had as a part of its charter the active promotion of the benefits of the peaceful 
atom. 

A related theme is the way in which secrecy persisted after the war. Private support for nuclear 
medicine in the 1930s brought rapid progress, but the imposition of the wartime emergency temporarily 
redirected efforts in this area and, perhaps more importantly, added an overiay of concern with secrecy 
that had not existed before. Originally viewed by many in academia as a regrettable if unavoidable 
exigency of the war, secrecy ultimately became second nature to many researchers. At UC, as in the 
government generally, the strictures of "need to know" inevitably created opportunities for abuse. 
lronically, this sometimes meant that those highest in the hierarchy, and vested with the greatest 
responsibility, were among the least knowledgeable about what was being done at lower levels. For 
example, neither UC President Robert Sproul, nor Secretary-Treasurer of the Regents Robert Underhill, 
was informed of the actual purpose of the Los Alamos project until well after the University had agreed to 
oversee the project and it was already underway. ' 

Secrecy also meant that claims of national security could be used to classify information that 
might have been merely embarrassing, or that could have implicated individuals engaged in questionable 
behavior. Thus, as shown by written instructions issued by the Army in the wake of the plutonium 
injections controversy, the federal government explicitly extended the cloak of secrecy to include any 
reference to human experiments which "might have adverse effects on public opinion or result in legal 
suits." Documents pertaining to government-supported human radiation experiments at UC indicate that 
representatives of the Army or the AEC, rather than UC researchers, were the ones insisting that human 
radiation experiments remain secret. 

A third theme concerns the diffusion of responsibility for the work that was done, and the impact 
this had on oversight. In part, this was an unavoidable result of the phenomenal growth of biomedical 
research involving radiation during and after the war. But, the familiar problems associated with being 
ruled by two masters--the university and the government, which was now funding much of this research-- 
also created unique problems of oversight. Researchers were able to take advantage of unclear lines of 
authority, as well as secrecy, not only to short-cut bureaucratic obstacles but also to avoid meaningful 
supervision. Both the documentary record and anecdotal evidence suggest that universities under contract 
to the Army, and later the AEC, enjoyed a surprising degree of autonomy in their work. This may have 
been even more the case with the University of California, where a protracted dispute between the 
Medical School in San Francisco and the Division of Medical Physics at Berkeley--fought, in part, over 
the issue of whether human subject research would take place on the Berkeley campus--further clouded 
the already confused picture of oversight. 

A final and very important theme, proceeding from the above, concerns the difficulty of 
distinguishing between clinical treatment of patients, done for direct therapeutic benefit, and "clinical 
testing,” the term used by the AEC to describe medical research involving human subjects. As the term 
suggests, clinical testing was presumably done with the intent to provide information for developing 
future therapies. However, information obtained from government-supported clinical testing was 
frequently also of military interest, and was consequently ordered classified. The further fact that the 
funding as well as the radioisotopes for clinical testing were usually obtained from the same source-- 
initially the Army, later the AEC--make it difficult to sort out the mix of motives behind experiments 
conducted with multiple aims in mind. 
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PREWAR HISTORY, 1935-1941 


The use of artificially produced radioisotopes in the investigation and treatment of disease traces 
its earliest origins to March 1936, when two UC physician-researchers, Drs. Joseph Hamilton and Robert 
Stone, tracked the course of radiosodium through the bodies of three volunteer leukemia patients. In 
December 1937, Dr. John Lawrence--brother of the founder of Berkeley's Radiation Laboratory, Ernest 
Lawrence--became the first physician to use radiophosphorus for the treatment of leukemia, an 
application that was extended the following year to the treatment of polycythemia vera. Also in 1938, 
John Lawrence and Stone pioneered in the use of cyclotron-produced neutrons for the treatment of cancer 
in humans.’ 

Hamilton and John Lawrence both held joint appointments at UC Medical School in San 
Francisco (UCSF)--where they were members of the teaching faculty, but did not have a clinical practice- 
-and at Berkeley's Radiation Laboratory.’ A number of UCSF physicians--preeminently, radiologists 
Stone, Earl Miller, and Bertram Low-Beer--also formed close ties with the Radiation Laboratory. 
(During the war, Miller would serve as liaison between the two groups.) This mutually advantageous 
arrangement allowed UC physicians in San Francisco to use radioisotopes from the cyclotrons at the "Rad 
Lab" and gave biomedical researchers at Berkeley access to human subjects for clinical trials at UCSF. 
Hamilton, for example, in addition to teaching courses at UCSF, was responsible for the operation of 
Berkeley's 60-inch "medical cyclotron," which produced the majority of radioisotopes used in biomedical 
research at the university. 

In 1939, Hamilton and a UCSF internist, Dr. Mayo Soley, reported on thyroid uptake studies in 
patients using radioiodine. Later that year, Hamilton and Soley became the first to use radioiodine in the 
treatment of hyperthyroidism. The University of California would continue to be a leading center of 
research into the treatment of this disease. 


THE WAR YEARS, 1942-1945 


The U.S. entry into the Second World War led rapidly to the enlistment of the University of 
California in the war effort. Portions of Berkeley's Crocker Lab, previously used for experimental out- 
patient treatment with radioisotopes, were commandeered by the Army and the Rad Lab, which built a 
perimeter fence around the facility and declared it off-limits for the duration of the war. 

In early 1942, John Lawrence's work on radiophosphorus was moved from Crocker to the newly 
completed Donner Laboratory, another privately funded research center on the Berkeley campus, leaving 
Hamilton as director of Crocker and its 60-inch cyclotron. Patients treated at Donner were referred to 
John Lawrence by physicians and hospitals in the Bay Area. Like the prewar Crocker Lab, the Donner 
Lab became, in effect, a biomedical adjunct to the Radiation Laboratory. Increasingly, however, the 
conversion of the campus to military-related research interrupted this work.’ 

The variety and extent of human radiation experiments in the early work of the Donner and 
Crocker labs remain unknown, but recently discovered documents may shed light upon the informal 
nature of referral and consent procedures followed in such cases. 

In September 1941, the acting manager of the Veterans Administration (VA) hospital in San 
Francisco wrote to John Lawrence, denying permission for Hamilton to inject a patient there with 
radiophosphorus, following a discussion between Hamilton and a visiting medical inspector from the VA 
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Central Office in Washington, D.C. The VA's letter to Lawrence gives the following reason for this 
refusal: 


There has been no formal request on the part of [the patient] or his family 
to continue to receive the radioactive phosphorus which we understand 
was administered under your direction while [the patient] was a private 
patient at [Berkeley's] Alta Bates Hospital 

... If such a request is made by [the patient] or his family this will be 
forwarded to our Central Office with as full an explanation of the facts as 
we were able to obtain from Dr. Hamilton, for the purpose of securing 
permission to continue this type of treatment. It is our desire to be 
cooperative at all times with other medical agencies where there is no 
conflict with our regulations." 


In February 1943, the U.S. Army's Manhattan Engineer District (MED) secretly contracted with 
UC to administer the Los Alamos Laboratory, where the first atomic bomb was to be built. The Army- 
UC agreement dealing with Los Alamos was designated Contract 36. The following April, Berkeley's 
Radiation Laboratory was similarly enlisted in the nation's service when another secret agreement, 
Contract 48, was signed between the Army and UC. One component of this contract, 48A, covered war- 
related biomedical research by Hamilton, which had actually begun the previous year with support from 
the federal Office of Scientific Research and Development.’ Hamilton's war-related research under 48A 
involved exposing rats to plutonium and other fission products in an effort to determine the metabolic fate 
of such materials and hence the risk to workers at the atomic piants. 

In a February 1943 letter to Stone, Hamilton described 48A research as having "the primary 
purpose of protection of the civilian and military population, and the protection of those individuals who 
may be exposed either directly or indirectly to hazards arising from the operation of the pile [reactor]. A 
necessary corollary to the above is the investigation of procedures for decontamination of individuals 
infected by fission products."" Throughout the war, Hamilton submitted classified monthly progress 
reports on Contract 48A to the Army through the MED's Berkeley Area Engineer. Ernest Lawrence was 
probably the highest university official to receive these reports and to know in detail of the biomedical 
work being done for the government. 

In August 1942, radiologist Robert Stone became director of the Health Division of the 
University of Chicago's Metallurgical Laboratory, which was also under government contract to 
investigate the biomedical hazards faced by those working on the atomic bomb. In that role, Stone 
oversaw Hamilton's work with radioisotopes at Berkeley and also took part in a related Army-funded 
wartime project, which followed the cases of terminal cancer patients receiving high doses of whole-body 
x rays for treatment at hospitals in San Francisco, Chicago, and New York. The purpose of the latter 
project was to determine the effects of external radiation on atomic industry workers.’ In another Army- 
supported project concerned with radiation, Stone, starting in 1942, used MED funding to track the effect 
of internal and external radiation upon the blood of arthritis patients receiving either radiophosphorus or 
whole-body x rays as part of their therapy at University Hospital in San Francisco. In 1943, this part of 
the project was given the designation Contract 48C."° 

In John Lawrence's war-related work, military personnel inhaled trace quantities of radioactive 
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isotopes of the noble gases and nitrogen in a study of the causes and cure of decompression sickness. '' 
For this project, begun under the wartime Office of Scientific Research and Development, Lawrence 
relied upon volunteers from the campus Reserve Officers Training Program." 

During spring 1943, at the request of Robert Oppenheimer, the scientific director at Los Alamos, 
Hamilton and Stone also investigated the possibility of using radiological agents to poison enemy 
troops.'* Polonium, strontium, tantalum, plutonium, protoactinium, and zirconium-niobium were among 
the agents eventually considered. In a “Review of Possible Applications of Fission Products in Offensive 
Warfare," sent to the Army in May 1943, Hamilton reported that the most promising method of 
radiological warfare would involve internal infection of the lungs and digestive tract by fission products. 
Inhalation was determined to be the most effective method for deliberately introducing fission products 
into the body. Two months earlier, in a letter to Stone, Hamilton had described a newly developed 
technique in which short- and long-lived fission products "can be suspended in the air and their 
distribution in the body determined following inhalation of these substances.” In the letter, Hamilton 
envisioned carrying out experiments using fission products on human subjects: "In addition it is planned 
to evaluate both the distribution and radiation effects of the raw fission mixture containing the long life 
material upon human leukemia patients."'° 

For Hamilton, radiological warfare became a continuing interest, extending well after the war. 
However, with the possible exception of a single experiment in fall 1945--involving a volunteer in 
Hamilton's lab, who inhaled a short-lived isotope of zirconium--no evidence of human experiments 
associated with radiological warfare by either Hamilton or Stone has yet come to light.'° 

in mid-1944, following the recognition of plutonium's toxicity, that element became the focus of 
renewed interest to Hamilton and the Army. Because it was now recognized that animal studies couid not 
be accurately scaled to man in the case of plutonium, plans were drawn up at Berkeley and other MED- 
contract facilities to expand the Plutonium Project to include research on human subjects. In January 
1945, Hamilton informed the Army that "[i]t is planned here at Berkeley to undertake, on a limited scale, 
a series of metabolic studies with [plutonium] using human subjects.""’ 

The first injection of a human subject with plutonium under Contract 48A occurred at University 
Hospital in San Francisco on May 14, 1945. The subject, Albert Stevens, designated CAL-1, was a 58- 
year-old male believed to have stomach cancer. A biopsy conducted shortly after the injection, however, 
revealed a gastric ulcer instead of the suspected cancer. Stevens was injected with approximately 0.932 
micrograms of a mixture of plutonium 238 and plutonium 239 in a solution." 

In late summer 1945, Hamilton informed the Army that "the next human subject that is available 
is to be given, along with the Pu238, small quantities of radio- Yttrium, radio-Strontium and radio- 
Cerium." The purpose of the experiment, Hamilton wrote, was to "compare in man the behavior of these 
three representative iong-lived Fission Products with their metabolic properties in the rat, and second, a 
comparison can be made of the difference in their behavior from that of Plutonium."'’ This study was to 
take place beginning sometime in the following two months. However, no evidence has been found of 
another plutonium injection at UCSF during this time. 
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EARLY POSTWAR RESEARCH, 1946-1947 


By the end of the war, the biomedical program at Berkeley was proceeding on two parallel tracks. 
As is evident from Hamilton's postwar progress reports to the Army, the joint Berkeley-UCSF group 
planned to continue its metabolic studies of various fission products, including experiments on human 
subjects, periding the continuation of Army support and funding under Contract 48A. In late August 
1946, for example, Hamilton informed the Army that "[t]he metabolism of radium, actinium, uranium, 
americium and curium will be studied in animals, and whenever possible in human subjects." The 
metabolism of thorium, protoactinium, and neptunium had already been studied in animais at Berkeley, 
Hamilton reported, "but it is planned if possible, to investigate the behavior of these three fissionable 
elements with human subjects."*" In his August 1946 report to the Army. Hamilton had explicitly pointed 
out how the link between Berkeley and UCSF facilitated human subject research: 


It should be added that studies in the human, using both fissionable 
elements and the fission products, are made possible through the use of 
clinical material at the University of California Medical School at San 
Francisco. The fact that both Doctor John H. Lawrence and the writer 
are members of the staff of the medical schoo! greatly facilitates any 
human studies which may be undertaken.”' 


In another report to the Army that fall, titled "Plans for Future Biological Research,” Hamilton, 
possibly with an eye to securing postwar funding. once again emphasized the inherently dual nature of his 
research: 


There are military considerations which can be significantly aided by the 
results of properly planned tracer research. The distribution of Fission 
Products and the production of induced radioactivities by an atomic 
explosion, as well as the possible military application of radioactive 
warfare with either the long-lived Fission Products or induced 
radioactivities, such as radio- Tantalum, may deserve evaluation in the 
future. A great deal of the information already acquired by tracer 
techniques and the future effort outlined in this report, is directly 
applicable to answering some of these problems should they arise.’ 


While Hamilton planned to continue the tracer metabolism studies he had begun under Contract 
48A, Stone--who had meanwhile returned to UCSF from Chicago--proposed resuming and expanding the 
clinical radioisotope and teletherapy research that had been curtailed because of the war, with support 
from the Army's Contract 48C. Working with other UCSF colleagues already affiliated with Berkeley's 
Rad Lab--including radiologists Miller and Low-Beer--Stone intended, specifically, to further the 
pioneering prewar work with radioiodine. John Lawrence had a similar interest in pursuing research on 
radiophosphorus. 

In order to coordinate this postwar research, John Lawrence proposed that a separate Division of 
Medical Physics (DMP) be created under his direction. Although nominally a part of the Berkeley 
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Physics Department, like the "Rad Lab” itself, in reality the Division of Medical Physics was essentially 
autonomous, and its activities were centered upon the Donner Laboratory. The “primary purpose” of that 
laboratory, wrote Lawrence after the war, was "clinical investigation of some of the diseases which are 
not now well understood or successfully treated."*” 

Like Hamilton and Lawrence, the other members of the fledgling DMP also held joint 
appointments in the Radiation Lab and at the UC Medical School in San Francisco. At the insistence of 
the Medical School, however, the arrangement approved by Sproul specified that “all studies related to 
human beings should be under the control of [physicians] on the San Francisco campus responsible 
administratively to the Dean of the Medical School."** 

As documents from the university's archives make clear, relations between the DMP and UCSF 
were severely strained from the start. Part of this strain derived from the historical fact that the Medical 
School in San Francisco and the academic biomedical departments on the Berkeley campus were in 
perpetual competition over matters of resources, oversight, and status. This competition, a consequence 
of the splitting of responsibility for the training of doctors between the main campus and the Medical 
Schoo! in the aftermath of the 1906 San Francisco earthquake, was exacerbated by the efforts of Ernest 
and John Lawrence to persuade the university's president to move the Medical School to the Berkeley 
campus.” 

However, another more substantive point of contention between the DMP and the Medical 
School was the question of human experimentation. Although he had signed the agreement creating the 
DMP, John Lawrence admitted to being "seriously concerned" over the limitation imposed upon human 
experimentation at Berkeley. He pointedly appended his own statement to the charter, nroclaiming that 
"there should be no limitation or ham-stringing of the freedom of the members of the subdivision of 
medical physics and others in the Medical School to carry on treatment or investigations in Berkeley if 
research were the prime interest."”* 

As a result of this unresolved dispute, oversight of DMP activities by the Medical School and its 
dean, Dr. Francis Smyth, appears to have been minimal at best. In practice, the deliberately ambiguous 
nature of the DMP-UCSF agreement, and the still-classified nature of the research being carried out under 
Army contract at Berkeley, meant that the Division and its handful of affiliated UCSF physicians were 
able to operate with virtual autonomy.”’ An illustration of how members of the DMP doing classified 
research had to be careful about sharing information with their erstwhile UCSF collaborators is evident in 
Hamilton's response to a February 1945 letter from Stone, who had suggested that their prewar colleague, 
Mayo Soley, be enlisted in secret Army-funded radioiodine studies using human subjects. Hamilton 
proposed, instead, that the experiments be conducted "with some of the people” at Berkeley, and warned 
that Soley "is an individual of more than average ability and . .. would soon realize that something very 
peculiar was going on." 

Despite Hamilton's previously announced plans to carry out several human radiation experiments 
using plutonium and other fission products, only one such additional case prior to 1947 has been found. 
In April 1946, CAL-2, Simeon Shaw, a four-year-old Australian boy with bone cancer, was injected with 
a mixture of plutonium 239, cerium, and yttrium.” The fact that this injection closely fits the profile of 
the experiment proposed by Hamilton the previous September in his report to the Army strongly suggests 
that CAL-2 was part of the research conducted under the auspices of the Plutonium Project. According to 
his August 1945 report to the Army, Hamilton's interest in cerium and yttrium stemmed from Berkeley's 
search for a material useful in removing plutonium from bone.” 
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However, other aspects of this case--including the fact that the subject was a child, the use of 
several different radioelements, and the lack of follow-up investigations--do not follow the pattern of 
previous MED-funded plutonium injections, and suggest that another purpose of this experiment might 
simply have been to gain knowledge about how and where radioelerments would localize in the body. 
While such knowledge might be of subsequent medical value in devising treatment, it was of no 
therapeutic worth to this individual patient. Thus, CAL-2 would seem to have been a multi-purpose 
experiment; the intent being to gain knowledge of medical and military value.’ 

The documents in the CAL-2 case contain no explanation for the seven-month delay between 
Hamilton's proposal for injecting a human subject with a combination of plutonium and other 
radioelements, and the time the experiment was actually carried out. Nor is there definitive evidence 
concerning the selection of this particular subject, who was referred to UCSF by specialists in Sydney. 
Australia, following a diagnosis of osteogenic sarcoma. indeed, CAL-2's medical file contains no 
reference to the radioisotope injection, with the exception of a two-page discharge notice, dated June | 1, 
1946, and titled "To Whom It May Concern." Written by the patient's UCSF surgeon, it noted that during 
CAL-2's hospitalization: 


Generous sections of the [tumorous] bone were taken for biopsy as well 
[as] studies to determine the rate of uptake of radio-active materials 
which had been injected prior to the surgery, in comparison with normal 
tissues. At the time of writing, these data are not available in the chart 
and can be obtained by responsible individuals by writing to Doctor Earl 
Miller of the Department of Roentgenology in the University of 
California Hospital, San Francisco, 22, California.” 


In late December 1946, following a renewed request to the Army by Hamilton for additional 
plutonium "to be used for certain human studies,” and a further progress report on CAL-1, the Army 
ordered a halt to research upon human subjects by the Berkeley-UCSF group.’ The following week, the 
civilian AEC took over responsibility for all nuclear research, including Contracts 36 and 48 with UC, 
and reaffirmed the Army's temporary suspension of human experimentation at UCSF. 

In March 1947, at the urging of the former director of the Army's Medical Section and architect 
of the Plutonium Project, Col. Stafford Warren, the AEC approved the resumption of isotopes shipments 
and human subject research by former MED contractors, including the University of California.” As 
before, however, documents that specifically referred to human experiments “and might have adverse 
effect on public opinion or result in legal suits” were to remain classified.” Originally classified 
“Restricted,” these documents were later downgraded to "Official Use Only." They have now been 
entirely declassified. 

Also as part of the new AEC policy, the University of California, as a former MED contractor, 
was allowed a broad use license for the medical application of radioisotopes. Under this arrangement, the 
university was exempted from the AEC requirement that individual researchers proposing to use 
radioisotopes on human subjects gain approval from an AEC-appointed board of reviewers. Instead, 
under AEC rules, such applications were to be reviewed by a committee established within the university. 
(See chapters | and 6 in the Advisory Committee's final report for a discussion of the evolution of rules 
governing isotope distribution.) Despite a recommendation from the AEC legal counsel that any human 
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subjects involved in commission-sponsored “clinical testing” sign a written release, AEC General 
Manager Carroll Wilson in April 1947 ultimately bowed to pressure from Stafford Warren and the other 
members of the AEC-appointed Interim Medical Advisory Board, who urged that the consent procedure 
consist instead of written certification by at least two attending physicians as to “the patient's 
understanding state of mind, to the explanation furnished him, and to his willingness to accept the 
treatment.” Such clinical testing was to be “in the course of treatment of patients,” Wilson advised, and 
“treatment (which may involve clinical testing) will be administered to a patient only when there ts 
expectation that it may have therapeutic effect.” Finally, "the decision as to the advisability of the 
treatment will be made by the doctor concerned.””’ (See chapter | of the Committee's final report.) 

In another concession to AEC's contractors, Wilson also assented to the recommendation of 
Warren's Interim Medical Advisory Board that up to 20 percent of the time of a contract could be devoted 
"to pursuing lines of research which appear fruitful to [contract researchers}, even though not immediately 
related to specific items in the approved program for the particular project.” This clause, which was later 
amended to 15 percent of the time of the contract, would presumably have allowed the kind of 
experiments aimed at answering questions of medical as well as military worth already known to be of 
interest to UC researchers. 

By the summer of 1947, government-supported research involving human subjects had resumed 
at UC under Contract 48A. That June, a teenage bone cancer patient at Chinese Hospital in San 
Francisco, CAL-A, was injected with approximately 0.25 microcuries of americium at UCSF. Although 
most patient records for CAL-A were evidently destroyed, a handwritten notation in the surviving portion 
of the patient's file by one of Hamilton's assistants specifies that "we will use same procedure as with Mr. 
S." a possible reference to CAL-1, Albert Stevens. “See JGH [Hamilton] for particulars.”™ 

in July 1947, a third human subject at UCSF, Elmer Allen, CAL-3, received an injection of 0.006 
micrograms of plutonium 238 in his left leg before that leg was amputated.” In the case of CAL-3, a 
UCSF physician associated with the Berkeley group, Dr. Low-Beer, was one of two doctors who attested 
in writing to the patient's understanding and consent to the procedure, as required by the AEC's April 
1947 regulation. Because records for CAL-A are incomplete and the records of a later case, CAL-Z, 
remain undiscovered, it is unclear whether the policy was followed in these cases. 

The CAL-3 experiment seems to have been a case of what the AEC now defined as “clinical 
testing”--i.e., while the procedure was not intended to be of therapeutic value to the patient, it was 
expected to yield information of medicai usefulness in understanding the behavior of radioelements in the 
body, and ultimately even in devising future therapies. Since the radioelement in this case was 
plutonium, the experiment was also of potential military interest. 

The fact that the documentation provision of the AEC's newly devised consent procedure was 
foliowed in this single case seems indirect evidence that the CAL-3 experiment was considered, by the 
researchers themselves, to be part of the clinical testing program outlined by the commission. No written 
proof of consent was required, or sought, in either of the first two plutonium injections at UCSF. 

However, as discussed in more detail in chapter 5 of the final report, the AEC requirements also 
precluded experimentation that was not of potential benefit to the patient. While the CAL-3 research may 
have been directed at providing data useful to understanding and treating cancer as well as to the military, 
there is no evidence that it was designed to benefit the patient at the time, which would have been a 
violation of the AEC guidelines. 

Although subsequent oral history accounts of the UC plutonium injections remain sketchy and 
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sometimes contradictory, one document may shed light on the question of consent in the cases prior to 
CAL-3. This document, a memorandum dated December 30, 1946, from an Army representative at Oak 
Ridge to the MED Area Engineer at Berkeley, notes that "preparations were being made for injection in 
humans by Drs. Stone and Miller . . . These doctors state that the injections would probably be made 
without the knowledge of the patient and thai the physicians assumed full responsibility. Such injections 
were not divergent from the normal experimental method in the hospital and the patient signed no release. 
A release was held to be invalid.”* Unfortunately, there is no explanation in this or any subsequent 
document as to why a release would have been deemed invalid. However, as noted in chapter 5 of the 
Committee's final report, studies conducted without a release were common at the time. 

Apart from the plutonium and americium injections done under Contract 48A. most of the 
postwar work with radioisotopes that was carried out by the DMP-UCSF group was not classified, and 
evidently concerned the administration of radiophosphorus and radioiodine for therapeutic purposes. 
While still perhaps considered technically experimental by many physicians, these procedures were 
nonetheless becoming increasingly routine. Hamilton's records, for example, indicate that between 1938 
and April 1946 some 570 patients suffering from leukemia, lymphosarcoma, or polycythemia vera were 
treated with radiophosphorus at UCSF or Berkeley.*' Similarly, a 1950 report by Earl Miller on the use 
of iodine 131 at the University of California records that 114 UCSF patients with hyperthyroidism were 
treated with iodine 131 between September 1945 and November 1949.” There can also be little doubt 
that the principal purpose of these treatments was therapy for the patient. 

Elsewhere, however, the line between clinical treatment and what the AEC permitted under 
“clinical testing” seems to have remained indistinct in at least some cases--as even the researchers 
themselves occasionally acknowledged. For example, the fact that the results of the radioiodine studies 
were also of military interest to the agency funding the research (AEC) was pointed out by Hamilton in an 
undated proposal for expanding human radioiodine studies under Contract 48C in 1947-1948: 


Radioiodine is one of the fission products freed in the atmosphere in regions adjacent to 
piles. It is also set free with great activity at the time of bomb explosions. It therefore is 
important to study its effects on humans. Opportunity for such study is found in the 
course of treatment of hospital patients for thyroid disturbances of either benign or 
malignant character.*’ 


As Hamilton went on to note in this proposal, the research being carried by the DMP-UCSF group was by 
its nature dual-purpose, in that the information gained was of clinical as well as military interest: 


Other aspects of importance in the 48C program are the observation of the effects of total 
body radiation from external and internal sources. In this work, advantage 1s taken of the 
availability of human subjects who are under treatment with x-rays to the entire body, or 

with radio-active phosphorus or some other radio-active isotope. These studies are made 
in the course of treatment administered for the patient's condition.“ 


Miller likewise acknowledged the implicit connection between clinical treatment and broader 


research in an April 1947 request to Oak Ridge for iodine 131, which was to be used as part of 48C's 
program to determine the uptake, distribution, and excretion of that isotope: "Patients with diseases are 
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used in order that high doses may be administered.” Miller wrote. “The fact that they have disease ts 
incidental and the medical aspects of these patients are cared for outside the project.” Miller made the 
same argument the following year, when he renewed his request for radioiodine: “The fact that these 
patients have carcinoma of the thyroid makes the administration of such large doses permissibie."** In 
such cases, clinical testing seems to have been carried out independent of any regard for therapeutic 
benefit. 

It appears that only belatedly--in March 1949--did the AEC Subcommittee on Human 
Applications formally create a mechanism by which such cases of clinical testing could be reviewed and 
approved. Acknowledging “that there may be instances in which the disease from which a patient ts 
suffering permits the administration of larger doses for investigative purposes,” the AEC declared that 
approval would be granted only if the treatment was deemed unlikely to cause harm, the patient 
consented, and full responsibility for the work was assumed by "a special committee of at least three 


competent physicians in the institution in which the work is done.”” 
POSTWAR RESEARCH MATURES, 1948-1950 


The fact that Stone, Hamilton, and others at Berkeley remained deeply involved in other 
classified work for the government further biurred the distinction between their clinical and military- 
related research. By spring 1948, Hamilton, in addition to his work for the AEC, was an adviser to the 
Army Chemical Corps on radiological warfare and a consultant to Fairchild Aircraft on the Nuclear 
Energy Propulsion for Aircraft (NEPA) program, an Air Force-funded project to design a nuclear- 
powered bomber.*’ During this same time, Stone was also a consultant on NEPA and had become a 
partisan in a secret government debate over the nuclear airplane, urging that volunteers be used in 
experiments involving high doses of whole-body irradiation.” 

Although plutonium injections at UCSF evidently ended with CAL-3 in July 1947, Hamilton's 
tracer research on human subjects continued at least into 1948. That March, for example, Hamilton, 
reporting to the AEC on his plans for Contract 48A during 1948-1949, wrote the commission's area 
manager: “Under appropriate and suitable circumstances, it is highly desirable to conduct human tracer 
studies with certain fission products and fissionable elements 

... [first to establish the metabolic behavior of these substances in man . . . [s]econd, to investigate the 
potential diagnostic and therapeutic applications. . .. The human studies of this character will be 
undertaken with Dr. R. S. Stone at the University of California Medical School.” 

Additional evidence suggests, however, that the purpose of this research was now increasingly 
concerned with identifying radioisotopes that might prove efficacious in the treatment of diseases like 
cancer. In this connection, one of Hamilton's former colleagues, Patricia Durbin, observed in an Advisory 
Committee oral history interview that the bulk of the postwar radioisotope work by the DMP-UCSF 
group was part of a wider search in nuclear medicine for radioactive "magic buliets”--isotopes that would 
cure different cancers selectively by localizing in different parts of the body. One such “bullet” had 
already been discovered at Berkeley--iodine 131, which localizes in the thyroid.” 

Although the search for radioelement magic bullets can be traced to the dawn of nuclear medicine 
in the mid- 1930s, the discovery of nuclear fission gave the hunt added momentum. In May 1946, 
Hamilton and Stone, reporting to the Army on promising future areas of biomedical radiation research, 
succinctly described the "magic bullet” thesis: 
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The fundamental fact has already [sic] demonstrated that if a sufficient 
quantity of a radioactive material can be made to localize in a diseased 
structure of the body such as the thyroid gland, intense irradiation of that 
organ will take place without damage to adjoining normal tissues. The 
widespread availability of adequate quantities of the artificial radio- 
elements will make possible a more rapid and effective search for 
radioactive compounds which may be localized in malignant tissues. . .*' 


Two months later, Hamilton wrote to a physician colleague that "[t]o date no fission products, 
aside from radioactive iodine, have been employed for any therapeutic purposes." He nevertheless held 
out hope that such a magic bullet might be found: "There is a possibility that one or more of the long list 
of radioactive elements produced by uranium fission may be of practical therapeutic value." The 
following year, in the draft of a paper on the medical application of radioactive tracers, Hamilton 
identified strontium, zirconium, and yttrium alongside phosphorus and iodine as prospective magic 
bullets. 

The search for radioisotope magic bullets at UC was doubtless given additional impetus--as well 
as funding--by a state-wide "Cancer Project" established in 1947. This project drew upon more than a 
million dollars in public and private bequests for research aimed at eradicating cancer, and it produced 
annual reports on this research for at least the next seven years. Starting in 1948, the state's Cancer 
Project became a major source of funding for the research being conducted by Hamilton and Stone, as 
well as by members of the Berkeley's Division of Medical Physics.*’ 

Evidence from the UC archives indicates that, by 1948-1949, the focus of such magic bullet 
search was centered upon two radioisotopes--zirconium 95 and columbium 95 [the modern term for 
columbium is niobium]. Subsequent human subject research carried out at UCSF with these two isotopes 
seems to indicate, however, that even in such cases, clinical testing often remained multi-purpose. 

In January 1948, for example, the Radiation Laboratory administered a "test dose" of zirconium 
95 to a 55-year-old female cancer patient at UCSF.“ (The records of the patient, CAL-Z, could not be 
located, so there is no evidence on the consent procedure followed in this case.) The following August, 
the report of this injection was denied declassification by the AEC, "since it specifically involves 
experimental human therapeutics."** Although proscribed from appearing in the open medical literature, 
the classified Rad Lab report on CAL-Z was forwarded to a variety of defense-related organizations, 
including the Air Force headquarters of the NEPA project. 

A progress report on Contract 48A activities for 1948-1949 notes that "[rjadiozirconium and 
radiocolumbium, after considerable experimentation, was prepared in a form usable without any untoward 
effects to humans." The report goes on to record the effects upon a total of seven patients injected with 
columbium or zirconium, or some combination of the two: "Selective concentration of Zr95 and Cb95 
was found in two patients with malignant melanoma, in one patient with metastatic carcinoma from the 
large intestine, and one patient with breast tumor. In three other patients with breast tumor no selective 
uptake was found in the tumor tissue." A handwritten notation in a Hamilton file marked "Human 
Studies" suggests that one of these subjects may have been a 30-day-old infant, injected with 
radiocolumbium three days before her death in December 1948. Neither medical records nor a death 
certificate for this patient could be located in UCSF archives or among state records, however.”’ 

Subsequent documentation reveals that medical interest in zirconium and columbium continued 
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well after the war at Berkeley and UCSF. A 1950 grant renewal application to the state cancer program 
by Drs. Stone and Low-Beer noted that "[s]elective localization of Zr95 and Cb95 have been done on | 1 
patients, but the results have not been analyzed." The application made explicit the connection with 
magic bullet research: "The search for materials that will localize in a tumor will give us a diagnostic 
tool, and if the developmental localization is sufficiently great it will provide a therapeutic tooi."™ 

Stone, for his part, also continued to direct the program of clinical testing with radioiodine that 
had resumed after the war under Contract 48C. Here again, these experiments seem to have been of both 
medical and potential military interest. In an April 1950 report titled "Biological Effects of Radiations 
from External and Internal Sources," Stone recounted the results of a recent investigation involving 
mental patients at San Francisco's Langley-Porter Clinic, 65 of whom were given iodine 131 in an effort 
to determine whether any abnormal thyroid function existed in patients with mental disorders. Since no 
abnormal thyroid function was found, these patients were deemed a normal controi group. Subsequently 
reporting on this experiment in an unclassified meeting on the NEPA project, the director of the Langley- 
Porter Clinic cited the consent procedure used in this case--the patients had evidently been asked if they 
objected to the injection of the radioisotope--as evidence that there might be less concern with radiation 
among human subjects than many researchers feared.~° 


EXPANSION AND CONTROVERSY, 1948-1952 


in November 1948, the University of California signed another agreement with the AEC, 
Contract 10, which provide support for "non-programmatic™ research connected with atomic energy, 
including biomedical work previously done under the auspices of Contract 48 and the Radiation 
Laboratory.” The evident intent of Contract 10 was to free UCSF researchers from having to submit 
research proposals to the AEC through the Rad Lab. Starting in June 1949, Project 2 of the contract-- 
"research on the physiological effects of radiation," under the direction of Stone--provided support for 
extending the earlier 48C studies using teletherapy and radioisotopes begun by Stone, Miller, and Low- 
Beer. An additional part of the program was concerned with identifying the causes and cure of radiation 
sickness."' 

With the postwar growth of research in nuclear medicine, the still-unresolved conflict between 
the Medical School at UCSF and Berkeley's Division of Medical Physics (DMP) over human 
experimentation once again came to the fore. As early as November 1946, John Lawrence had proposed 
using private funding to establish a Metabolic Unit, for in-patient treatment and clinical testing involving 
radioisotopes, at Cowell Hospital on the Berkeley campus. This unit would have expanded and made 
routine the out-patient clinical research using radioisctopes begun before the war at Crocker and Donner 
laboratories. However, since the creation of this unit would violate the earlier agreement prohibiting 
human subject research on the Berkeley campus, the proposai was blocked by the Medical School and 
Dean Smyth. 

Undeterred by this rejection, and prompted by the possibility of obtaining AEC funding for the 
new Metabolic Unit, Lawrence again raised the issue with President Sproul two years later.” The 
renewal of the Berkeley-UCSF feud sheds light not only on the controversy over human experimentation 
at the university, but also on the considerable impact of AEC funding. In a February 1949 letter, Dean 
Smyth complained to University President Robert Sproul that relations between the Medical School and 
the Division of Medical Physics had become "untenable. . .. There is lack of contact and no consultation 
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with varied clinicians. We have no knowledge of what is being done." In a confidential meeting with 
Smyth two days later, Sproul, according to notes of the conversation, acknowledged to Smyth that he 
shared "some of his misgivings, but . . . described to him the two pressures which are now upon me, 
namely, (1) a report of a committee representing both the Medical School and Medical Physics, 
recommending that I approve the establishment of the Metabolic Unit, and (2) the imminent meeting of 
an AEC Committee from which Dr. John Lawrence can get funds for his work, if | inform him that the 
Clinic has been approved."™ 

Still formally enjoined from conducting research using human subjects on the Berkeley campus, 
Lawrence carried out a series of blood volume experiments using trace amounts of radioiron and prisoner 
volunteers at San Quentin in March 1949." Prisoners were used so that long-term baseline data on 
normal subjects could be gathered. Ten prisoners were involved, and written consent from the prison's 
warden and state correction officials was obtained prior to the experiments being carried out. According 
to Lawrence's own later account, only verbal consent was obtained from the prisoners themselves, 
although they received written acknowledgment of their contribution. A university official raised 
concerns about the possible legal consequences of these experiments the following August, after iocal 
press accounts appeared, but those concerns were evidently allayed, since Lawrence carried out a second 
series of radioiron experiments at the prison in 1951." 

Although the prohibition against human subject research on the Berkeley campus remained in 
effect, there was apparently no restriction upon the affiliation that Lawrence and his DMP colleagues 
enjoyed with metabolic wards and isotope units conducting clinical research at other medical facilities 
around the Bay Area.”’ Between 1947 and 1952, using funding from the AEC, the National Cancer 
Institute, the California Cancer Project, and private sources, physicians jointly affiliated with the DMP 
and UCSF carried out clinical research at the Laboratory for Experimental Oncology of San Francisco's 
Laguna-Honda Home, Highland-Alameda Hospital in Oakland, Ft. Miley Veterans Hospital in San 
Francisco, and the Langley-Porter Clinic in San Francisco. 

Most of these studies evidently involved radioiodine and radiophosphorus, but tritium, radiogold, 
and carbon 4 were also used in research trials. Evidence suggests that both patients and paid healthy 
subjects were used in this research. In cases where the subjects were paid volunteers, no signed consent 
was required, according to a 1952 letter from John Lawrence.” As had been the case before the war, 
patients were evidently referred to DMP researchers by physicians at nearby hospitals. In an April 1953 
document, Lawrence estimated that three-quarters of the patients being treated at Donner were referred 
from Highland and various VA hospitals in the area. “We don't take patients here who have a problem for 
which there are standard treatments," he explained in this report.” 

The creation of an Isotope Unit at Laguna-Honda's Laboratory of Experimental Oncology (LEC) 
was another tangible result of the collaboration between members of the DMP-UCSF group--specifically, 

John Lawrence, Hardin Jones, Miller, and Low-Beer--and the director of a medical facility in the Bay 
Area.” Patients were evidently referred to the LEO by the Tumor Board at UCSF, whose chairman at the 
time was Robert Stone.”’ Although supported by state, National Cancer Institute, and private funds, the 
research and “data gained [at the LEO] upon the fate of test doses of various fission products in man, is of 
interest to the Atomic Energy Commission," pointed out one Berkeley researcher in a 1949 letter to the 
Commission's Division of Biology and Medicine.” 

Oversight and patient consent procedures tn these collaborations apparently depended upon the 
rules of the particular institution where the research occurred. In 1951, a controversy arose over certain 
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medical procedures (not involving radiation) and the consent form employed at Laguna-Honda and the 
LEO. As a result, in October of that year a symposium was held at UCSF on tlie ethics of human 
experimentation. Due in part to this controversy, but also to budget cuts and reorganizations, the LEO 
was shut down in 1953.” 

Throughout this period, suspicions persisted among the top leadership of UCSF that human 
subject research was being carried out at Donner Lab on the Berkeley campus. During May 1951, in 
appointing a second review committee to resolve the ongoing feud between the Medical School and the 
DMP, President Sproul noted that "there is still apprehension in the Medica! School with reference to the 
safety of patients under study in Berkeley, that clinical studies, it is stated, have been undertaken in the 
Division of Medical Physics without consultation with the Division of Medicine."”* 

Indeed, there is anecdotal evidence that John Lawrence and his colleagues in the Division of 
Medical Physics were able to circumvent oversight by exploiting unclear lines of authority and invoking 
their AEC connection. This evidence comes from a 1979 interview with Cornelius Tobias, a close 
colleague of Lawrence and a founding member of the DMP: 


| don't recall any instance where we as part of our medical physics 
professorial duty would treat patients. We treated very obviously under 
financial support and agreement from the Atomic Energy Commission. 
And of course the Medica! School was very unhappy about that, or 
certain individuals in the Medical School. | might say this, that when 
you say, ‘whole Medica! School,’ that's not correct, because Lawrence 
had friends, very good friends, in the Medical School, who felt that it 
was very logical for him to proceed as he did . . . And once they began to 
criticize it--I| knew because later it came up--then the standard answer 
was that this is part of the Radiation Laboratory activities and financed 
by that. John Lawrence is associate director of the Radiation Laboratory 
{and the] medical agreements and protocols have been arranged with the 
Washington office of that agency.” 


In March 1952, the six-year-long battle with the Medical School ended in John Lawrence's favor 
when an in-patient radioisotope treatment facility, the Donner Pavilion, was officially opened at Cowell 
Hospital.” The purpose of the Donner Pavilion, Lawrence wrote the AEC the following November, was 
"to provide hospitalization . . . for patients so that we can carry out studies on them ~— connection with our 
work at Donner Lab," and also to provide bed space in the event of nuclear war or a peacetime atomic 
accident.” 

Donner Pavilion was, in fact, just one part of a burgeoning complex of nuclear medicine facilities 
established by the University at this time. In 1950, with support from the AEC, Stone had dedicated a 
Radiological Laboratory on the UCSF campus to house a 70-million electron volt "Synchrotron," 
ultimately to be used in teletherapy. In 1951, again with AEC support, Stone also opened a Radioactivity 
Research Center on the medical campus.” 

The human subject research conducted by Stone, Hamilton, and their colleagues in the Division 
of Medical Physics was, by this time, the subject of controversy well beyond the confines of the Berkeley 
campus or even the state of California. Indeed, some of the most vocal criticism came from within the 
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AEC itself. Following an April 1948 visit to the Berkeley campus, the chairman of the AEC's Advisory 
Committee for Biology and Medicine, Dr. Alan Gregg, criticized Stone's x-ray treatment of arthritis 
patients as "not justified."”” Stone's defense--that the choice of patients and treatment had been by 
UCSF doctors, not the AEC--was dismissed as irrelevant by Gregg, who wrote that he and his colleagues 
"do not wish to collaborate in clinical investigations with physicians in whose considered judgment they 
do not have confidence." 

Another strong critic of human radiation experiments was the director of the AEC's Division of 
Biology and Medicine, Dr. Shields Warren. "Don't like 300 r [rad or roentgens] or so for arthritic 
patients," Warren wrote in his personal journal following an April 1948 meeting with Stone. The 
following day, Warren continued on this theme in his discussions with Stone: "Much condemnation of 
use of pts [patients}.""" A few months later, it was Warren who reaffirmed the decision of a lower AEC 
official not to declassify the Rad Lab's report on the zirconium injection, CAL-Z, despite an appeal from 
Berkeley. That report had been denied declassification in part, wrote the AEC official, because "it 
appears almost impossible to rewrite it in an acceptable manner, which would not jeopardize our public 
relations."*' 

In July 1949, responding to Stone's position on the NEPA debate, Warren advised the UCSF 
radiologist that he was "taking an increasingly dim view" of human experiments. "Consequently, record 
me as voting against human experimentation,” Warren wrote.” The previous January, Warren had 
rejected a request from John Lawrence to label a drug with radioactive carbon 14 in order to better trace 
its course in patients.”’ Warren's objection was made on the grounds that C-14's use in humans had not 
yet been proven safe. Lawrence, however, appealed this rejection to the AEC’s Subcommittee on Human 
Applications at Oak Ridge, and was subsequently granted permission to use the isotope.“ 

In August 1949, in what appears to have been an effort to close a possible loophole in the AEC's 
control of isotopes, Warren wrote to John Lawrence that isotopes were to be used on human subjects only 
after review and approval by the Subcommittee on Human Applications of the Committee on Isotope 
Distribution, even if the isotopes had been produced in the laboratory where they were to be used. "Since 
this procedure has not been uniformly followed in the past," Warren chided, "we are writing to acquaint 
you with the appropriate details."*° 

Hamilton appears to have been aware of Warren's misgivings as well. In November 1950, when 
he was unable to attend a Washington conference on a soldier's ability to fight after being exposed to 
radiation, Hamilton wrote to Warren to share his ideas on the subject. Hamilton wrote it was "very 
desirable to determine in man the range of total body radiation required to induce an appreciable decrease 
in his capacity to execute intricate tasks for which physical well-being is essential." For that purpose, 
Hamilton proposed exposing animals or humans to near-lethal levels of radiation. He preferred using 
large monkeys to smaller animals, because of the similarities to man, and concluded that, "If this is to be 
done in humans, I feel that those concerned in the Atomic Energy Commission would be subject to 
considerable criticism, as admittedly this would have a little of the Buchenwald touch."“° Finding healthy 
volunteers, he mused, also would be difficult. 


CONSOLIDATION AND RETRENCHMENT, 1953-1974 


By the early 1950s, the continuing search for radioisotope "magic bullets" had apparently 
prompted at least one new tracer experiment by the Berkeley group using human subjects."’ In May 
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1954, Hamilton and two colleagues reported on the results of an experiment in which eight patients with 
thyroid disorders were administered radioactive astatine, which was believed similar to radioiodine in its 
effects.’ The absence of follow-up studies suggests, however, that this line of research was subsequently 
abandoned as unfruitful.”” 

Although such experiments were no longer classified, in at least one case Hamilton used secrecy 
and “need to know" to sidetrack basic research and delay a potentially important scientific discovery. Ina 
June 1954 letter to AEC official Walter Claus, classified secret, Hamilton took credit for deceiving a 
former student of his who had accidentally discovered that radioiodine from nuclear testing was being 
concentrated in beef thyroids in Tennessee, and who speculated that such testing might also account for 
increased radioiodine levels in humans worldwide. "Understandably," Hamilton wrote to Claus, "I saw 
the possible implications of what he brought to my attention and attempted to subdue his marked degree 
of enthusiasm by suggesting that traces of radioiodine in the Memphis area might have arisen from 
airborne contamination from the Oak Ridge National Laboratories."” "Your playing down of the matter 
to [the student] was certainly good judgment," Claus responded.”' 

Starting in the mid-1950s, the spectacular growth of nuclear medicine research at Berkeley and 
UCSF began to slow. Part of this change was undoubtedly due to the loss of two of the founding 
members of the DMP-UCSF group. Bertram Low-Beer died of leukemia in 1955. That same year, 
Hamilton was diagnosed with the leukemia that would bring about his death in February 1957. Ernest 
Lawrence, who had been a key supporter of the biomedical work at Berkeley, died in August 1958 of 
complications following surgery for colitis. In his honor, the Radiation Laboratory was renamed the 
Lawrence Berkeley Laboratory (LBL). 

But shrinking federal funds, disillusionment with the "magic bullet" theory, and evolving 
technology also combined to shift the direction of research at Donner, the Radiation Lab, and UCSF away 
from clinical testing with radioisotopes toward medical experimentation and treatment by "big machine" 
teletherapy. This shift was reflected, for example, in a 1958 report by John Lawrence on AEC projects at 
the University of California: "We wish," Lawrence wrote, "to continue development of the new 
experimental and therapeutical tools of nuclear physics and chemistry and turn them to the investigation 
of the major unsolved problems in biology and medicine, including the radiation syndrome, cancer, 
hemopoietic disorders and artherosclerosis."”” 


The Synchrotron 


By the time of Lawrence's 1958 report, several such investigations were already under way, and 
would continue well into the next decade. In November 1951, the 70-MeV Synchrotron began operation 
at Stone's Radiological Laboratory on the UCSF campus. Used to direct high-energy x-ray beams at 
deep-seated lesions, the Synchrotron was not approved for clinical application on patients until five years 
later. The patients chosen were believed to have less than an even chance of surviving five or more years 
under conventional therapies. According to a 1963 report by the Rad Lab, 388 patients suffering from 
advanced cancer had received treatment at the Synchrotron; 160 were still alive at the time the report was 
written.” 

The programs at Berkeley and UCSF also continued to have their critics. In particular, some 
AEC officials charged Stone with exaggerating his claims for the Synchrotron. In a 1959 report 
following his visit to UCSF and the Rad Lab, for example, Paul Henshaw of the AEC Division of Biology 
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and Medicine questioned the efficacy of the program, while still being careful not to criticize its intent: 
"With respect to the Stone enterprise, it seems to me we are faced with a perpetuity situation (with 
prospects of meager returns at best) unless concrete steps are taken." Henshaw recommended that the 
AEC end its support of the Synchrotron the following year, but funding for the machine continued into 
the mid- 1960s.” 

While initially optimistic about the possibilities of the Synchrotron, by 1963 Stone himself 
concluded that, while he and his colleagues were "curing" some patients with advanced cancer, the 
numbers were not much better than conventional treatments. This fact was not surprising, Stone 
contended: because of the low survival rate of the disease, "we expected few ‘cures’ from the patients 
treated five, six, and seven years ago."”° 


Heavy lon Therapy 


During this same period, others in the Division of Medical Physics--including John Lawrence and 
biophysicist Cornelius Tobias--were investigating the use of heavy ion radiation on the pituitary gland to 
control hormone-dependent cancers. A major study of this technique had begun under Tobias in 1954, 
and by the late 1960s at least 250 patients, most suffering from breast cancer, were treated. Patients who 
received heavy ion radiation were selected on the criteria that they had not responded to conventional 
therapies, were under 60 years old, and were thought to have "a realistic chance of deriving benefit" from 
the treatment. Although early procedures using extremely high doses of radiation to the pituitary--from 
approximately 13,000 to 30,000 rad--were subsequently believed to have caused neurological damage in 
some patients, a 1967 report by a Donner Lab physician concluded that in these cases "the risk of brain 
damage seemed to be justified [because of the advanced nature of the disease]."" Heavy ion radiation 
was also used in the cases of six patients with brain tumors between 1962 and 1968.°’ 

The Rad Lab also conducted a study on 71 patients with diabetic retinopathy, a degenerative eye 
disease related to diabetes. According to a report by Lawrence and Tobias, the patients used in the study 
were referred to Donner Lab by private physicians and received independent evaluations from two other 
outside physicians before being treated.” Moreover, by this date a consent form was routinely in use at 
Donner Lab. 

These studies were put on hold in the early 1970s, but resumed in 1975 with pilot studies using 
the 184-inch synchrocyclotron and continued with the introduction of the BEVALAC in 1977. The 
BEVALAC used two accelerators to deliver high uniform doses of heavy ions that are used to ablate 
deep-seated tumors. Treatments using helium and other heavy ions c*'~ © ‘day, although the program 
is constrained by recent budget cuts and the closure of the BEVALAC. 

Dr. Richard Levy, a medical scientist at Lawrence Berkeley Lab who has examined patient 
records dating back to the late 1950s, has said these treatments were very effective given the imaging 
limitations of the time. In his preliminary analysis of records from the smaller studies, Levy said the 
majority of patients were cured of their disease, and he found no evidence of secondary malignancies or 
injury te adjacent brain structures. There were also no unexpected radiation-induced diseases, though 
more than one-third of the patients developed some delayed hypopituitary problems. However, these 
problems were anticipated in a significant number of cases.” 
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Radioiodine 


In 1955, a follow-up study was conducted at Donner Lab of 175 patients who had received 
radioiodine treatment for hyperthyroidism between September 1945 and February 1952. Rad Lab 
documents also point to a set of experiments in the early 1960s that investigated the thyroid uptake of 
iodine 131 by pregnant woman and their fetuses. It is unclear from the documents available whether a 
formal study was carried out.'” 


Radiostrontium and the Fallout Study 


In April 1954, the AEC asked Hamilton for the medical records of UCSF patients who received 
radiostrontium between 1942 and 1944 in experimental therapy or as a palliative for metastatic bone 
cancer. This request was prompted by the AEC's Project Sunshine, a then-secret program to assess the 
human hazards of radiostrontium from the fallout of atmospheric bomb tests. A similar concern evidently 
lay behind the so-called Diaper Study at Berkeley, which measured the uptake of stable calcium and 
radiostrontium from processed baby foods in the normal diet of infants between 1957 and 1962. The lab 
supplied mothers with baby food, samples of which were tested for calcium and strontium content." In 
this study, radioelements were not introduced into the foods; rather, the Lab checked the food for 
“naturally occurring” content. 


"Captive Population” Research 


Between 1958 and 1962, John Lawrence and his colleagues at Berkeley carried out a series of 
experiments among so-called captive or “vulnerable” populations at San Quentin, as well as at a Napa 
State Hospital. One of the San Quentin experiments employed prisoner volunteers to determine the 
mechanism of red blood cell production. (Human studies were required because of the widely varying 
way that different animals metabolize iron.) A second experiment injected bone marrow from 20 paid 
prisoner volunteers into patients with lymphatic leukemia, who had been previously treated with 
radioyttrium.'”’ As was the case with Lawrence's San Quentin experiments in the late 1940s and early 
1950s, there is no evidence that written consent was obtained from the prisoners themselves. Prison 
officials permitted the study to be carried out based upon a protocol filed by Lawrence, and prisoners 
were compensated for their participation.'”’ 

Residents at the state-run mental hospital in Napa participated in an iodine 13! uptake study 
begun in 1958. The hospital's director described the experiments as representing “a unique opportunity 
for investigative work in the field of mental iliness."'* The consent procedure followed in these cases is 
not known. 


SUMMARY 


The following summary and concluding remarks concern areas of particular interest to the 
Advisory Committee. 
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Secrecy 


At the University of California, as elsewhere, the invocation of secrecy for reasons of “national 
security” provided a convenient and effective means of avoiding further inquiry from colleagues or 
superiors. Even when it was not improperly used as a cloak for misdeeds, secrecy engendered suspicion-- 
if only by an awareness of the potential for its misuse. 

Significantly, however, the insistence on keeping secrets came from the government, not from 
university researchers, and it continued after the wartime emergency had passed. Despite the 1954 
incident in which Joseph Hamilton deliberately misled a former colleague in order to guide him away 
from a secret project, the majority of UC researchers--Hamilton included--were eager to share the results 
of their classified work using human subjects with their professional peers “outside the fence.” 

Robert Stone, for example, repeatedly requested that the AEC declassify the data he had gathered 
on total-body irradiation of terminal cancer patients, so that it might be published as part of a 
multivolume series on wartime radiation research.'”’ Stone's requests were denied declassification on the 
grounds that his report on the patients contained “material the release of which would be prejudicial to the 
best interest of the Atomic Energy Commission, in that it might result in adverse publicity and even 
encourage litigation."'"’ Consequently, only part of the data made it into the series. 

Hamilton's efforts during the same time to obtain release of his classified reports detailing the 
plutonium injections were similarly rebuffed by the AEC. Indeed, as late as 1949, DBM Director Shields 
Warren personally upheld the decision of an AEC official not to allow declassification of the secret 
Radiation Laboratory report on CAL-Z, on the grounds of possible embarrassment to the commission, 
despite the entreaties of Berkeley researchers. 


Consent and Oversight 


The history of human radiation experiments at the University of California indicates that 
different consent practices were followed at different times--reflecting, not surprisingly, the evolution of 
ethical and legal concerns about the rights of human subjects. In the case of patients receiving 
experimental radiophosphorus or radioiodine treatments at Crocker or Donner laboratories, for example, 
the fact that these patients were referred to Berkeley by other physicians at hospitals in the Bay Area 
suggests that they were probably provided with some explanation for the referral. It is not known 
however, what they were told, nor is there any record that bears on whether they formally consented to 
the subsequent procedure. 

In all but one of the wartime and postwar plutonium and americium injections carried out at 
UCSF as part of the work done for the government under Contract 48A, no written record of consent 
could be found. indeed, the memo of December 30, 1946, previously cited, suggests that the patients 
were deliberately not informed of the purpose or nature of the injection and a signed release was 
considered "invalid." It should be noted that classification rules alone cannot be considered a justification 
for this lack of disclosure, since, for example, the fact that plutonium consituted a principal ingredient in 
atomic bombs was no longer secret after publication of the Smyth Report in late August 1945. 

Although no record of consent can be found in the case of CAL-1, Shields Warren subsequently 
recailed that in December 1947, Joseph Hamilton claimed that "he had explained to the patients that they 
would receive an injection of a new substance that was too new to say what it might do but that it had 
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some properties like those of other substances that had been used to heip control growth processes in 
patients, or something of that general sort.""’’ As discussed in chapter 5 of the Advisory Committee's 
fina! report, if this is what was said, it may well have had the effect of misleading patients into believing 
there was a potential direct benefit to them. 

The only documentary evidence of consent in the medical file of CAL-2 is a standard form, 
"Consent for Operation and or Administration of Anaesthetic.” Since this form 
contains no mention of experimental procedures and is dated May 2, 1946, or a week after CAL-2 was 
injected with radioisotopes, it evidently applied only to the biopsy, which was performed on May 3. 

One of Hamilton's former associates, Patricia Durbin, has stated that she believes CAL-A's 
guardian was informed of the procedure followed in that case, but no evidence of consent could be found 
in the patient's incomplete medical file.'" 

In the July 1947 case of CAL-3, a written record by two physicians, attesting to the 
understanding and consent of the patient, fulfilled the recently established AEC requirements regarding 
consent. A proposed, more stringent regulation, requiring signed consent from the patient and 
recommended by the commission's lawyers, had been successfully resisted by AEC contractors in April 
1947. As previously noted, however, the AEC also required that clinical testing must provide some 
potential benefit to the patient, a provision that was violated 'n the case of CAL-3. 

One of the most striking aspects of the history of the human radiation experiments--at the 
University of California, as elsewhere--is the frequency with which the same individuals appear in the 
story, operating in different capacities and serving on various committees, but in the process exercising a 
degree of authority seemingly out of all proportion to their small number. Upon reflection, this 
phenomenon is attributable less to conspiracy (or coincidence) than to the simple fact that these few 
individuals represented almost the entire cohort of scientists who, in the early days of government- 
sponsored radiation research, possessed the combination of experience, training, and security clearances 
that allowed them to carry out this kind of work. 

The same researchers who were among the most active in using human subjects for wartime 
radiation experiments were, by that very fact, deemed best able after the war to set the rules under which 
such experiments would be carried out, and even to approve the actual experiments proposed by them or 
their colleagues. In this role, for example, Joseph Hamilton served not only on the original Subcommittee 
on Human Applications of the AEC's Advisory Committee on Isotope Distribution, but likewise was a 
founding member of the local UC committee that reviewed radiation research on the Berkeley campus, to 
which the subcommittee had nominally given the responsibility for reviewing individual experiments. 
Two others who served with Hamilton on this UC committee, Stone and Miller, were acting 
simultaneously as both participant and overseer in human radiation research. 

Inevitably, this interconnectedness led at least to the perception--and, sometimes, the reality--of a 
conflict of interest. As noted earlier, when DBM Director Shields Warren in early 1949 explicitly denied 
John Lawrence's request for carbon 14 to be used as a tracer in human subject research, Lawrence 
successfully appealed the decision to the Subcommittee on Human Applications, of which Joseph 
Hamilton was a founding member. Furthermore, Warren's pointed reminder to Lawrence several months 
later that the AEC had to approve the use of all isotopes, even those produced locally at the Rad Lab's 
cyclotron, and that “this procedure has not been uniformly followed in the past,” suggests that the 
mechanisms the AEC had put in place to oversze the use of radioisotopes in human subject research were 
far from foolproof. 
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The duplication and diffusion of responsibility that marked the AEC's national supervision of 
radiation research were often replicated at the local level. University records indicate that UCSF and 
Berkeley's Donner Lab had separate committees to review proposals for the use of radioisotopes on 
human subjects. The Committee for the Safe Use of Radioisotopes, created at Berkeiey in October 1946 
at the instigation of President Sproul, had among its inaugural members Hamilton, Stone, and Miller."” 
The original purpose of this committee, however, was evidently to ensure the health and safety of campus 
researchers, not to safeguard human subjects used in research; to the extent that it also had responsibility 
for reviewing proposed human radiation experiments, that function was apparently auxiliary and came 
later.''” By 1952, when the committee was reorganized at the urging of the AEC, its functions included 
oversight of proposals by campus researchers seeking AEC-supplied radioisotopes for their work.’ 

Evidence on the function of a "human use" committee at the Donner Lab remains sketchy. 
although a 1956 letter from John Lawrence to a UC colleague noted that such a committee had been 
functioning at the lab "for many years." The Donner Lab committee was evidently merged with the 
campus-wide safe use committee in 1958.'"? 

In a January !951 letter to the director of Highland-Alameda Hospital regarding safeguards on 
hurnan subject research at the Donner Lab, John Lawrence gave "assurance that all of our investigations 
are approved by the National Isotope Committee of the Atomic Energy Commission and also by the local 
Radiation Laboratory Isotope Committee. Every investigation that we carry out on humans with 
radioactive isotopes is first approved by our local committee and then submitted to the National 
Committee for their approval, so that you can rest assured that any studies that we carry out on patients 
have this double protection."'"’ 

An undated draft of a “waiver policy” drawn up by John Lawrence, evidently from the early 
1950s, relieved the Donner Laboratory, its physicians, and the university's Regents from liability should 
the patient become ill after receiving the "treatment previously discussed.” In response to a 1952 query 
about consent policy at Berkeley, Lawrence wrote that no consent form was sought from paid 
volunteers.''* This statement would appear to be consistent with the procedure followed in the 1949 and 
1951 San Quentin experiments, which used paid prisoner volunteers. Oral consent was also apparently 
the standard in the earlier radioiodine studies at the Langley-Porter Clinic. In that case, however, the 
subjects also included patients described by the clinic's director as "severely schizophrenic,” and hence 
presumably unable to make reasoned judgments concerning their own welfare.'' 

In addition to the Donner Lab and Berkeley campus-wide committees, a UC Regional Advisory 
Committee on Radiological Safety and a separate UCSF Committee on Clinical Use of Radioisotopes 
were also in existence by the early 1950s. While it is not known exactly when UCSF initiated a so-called 
human use committee concerning radioisotopes, records indicate that such a body was operating on the 
San Francisco campus in the early 1950s. Consent forms for the use of radioisotopes dating from 1952 
have been located in UCSF medical records.''* 

By the late 1950s, consent policy at Donner Laboratory had evolved to a form signed by the 
patient, attesting that he or she had been apprised of the treatment and its possible side effects as well as 
anticipated benefits. The consent policy followed by UCSF at this time is not known in detail, but a 1959 
letter from Robert Stone requested permission to discontinue use of consent forms for routine procedures 
involving the administration of radioactive isotopes, except where patients were under 21 years old.''” 

Whether consent was obtained in the case of CAL-Z and in subsequent zirconium and columbium 
injections ts not known. Nor is it known what, if any, consent procedure was followed in the astatine 
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tracer study of the early 1950s. However, none of the surviving records in these cases include any 
evidence that written consent was obtained for the injection of an experimental radioelement. 

In the 1960s, consent policy at the university followed guidelines established by the Public Health 
Service, and later by the Department of Health, Education, and Welfare. In February 1967, the Radiation 
Laboratory's Committee for Safeguards in Research in Human Subjects issued a statement of policy 
regarding research procedures involving human subjects. Henceforth, any studies done at Berkeley 
required presentation of a UC protocol, and those researchers receiving National Institutes of Health 
grants were to file a separate protocol with both the Rad Lab and NIH. All such studies also required 
written consent from the patient.''* 

In 1970, the president of UC extended the previously-established Public Health Service policy to 
all studies involving human subjects. The university updated its policies and procedures regarding studies 
involving human subjects in 1972. “Subjects” were defined as "any individual who may be at risk as a 
consequence of participation in research, development, demonstration or any other activities." Groups or 
individuals “with limited civil freedom,” including prisoners, residents of institutions for the mentally 
retarded or mentally ili, and individuals subject to military discipline, were all identified as being “of 
partic ular concern.” 


CONCLUSIONS 


The enlistment of the University of California in the war effort--and, in particular, the 
mobilization of the "Rad Lab"--is surely one of the most remarkable stories in the history of twentieth- 
century American science and technology. The fact that the university's president and the Regents’ 
secretary-treasurer routinely committed the university to multimillion dollar contracts on the strength of 
verbal assurances from the Manhattan Project's director, General Groves, without knowing either the 
purposes or even the end product of this research, certainly represents a degree of trust between a public 
institution and the government that is foreign to the current day. 

Both UC and the federal government clearly benefited from this collaboration: the university in 
the vastly increased support, financial and material, that it received for its programs and researchers, the 
government in the vast new wellspring of talent upon which it was now able to draw. However, this 
university-government alliance, despite its obvious advantages to both parties in the wartime emergency, 
and then during the Cold War, was noi without costs. 

For the university, the price of its alliance with the government was the sacrifice of meaningful 
oversight. Even well after the war had ended, when UC continued to administer three laboratories doing 
military-related research--Los Alamos, Livermore, and Berkeley's Rad Lab--major decisions as to support 
for particular classified programs were, in effect, simply delegated to the directors of those labs. This 
procedure followed the patiern established early on with the secret biomedical research conducted for first 
the Army and then the AEC. 

Even when mechanisms for oversight were put into place, moreover, the ongoing feud between 
Berkeley's Division of Medical Physics and UCSF's Medical School suggest that they may have been pro 
forma at best and were in any case easily thwarted. On that point, it is important to realize that concerns 
about the university's complicity in ethically dubious radiation experiments on human subjects is not a 
matter of retrospective moral judgment, but rather was at the center of the Berkeley-UCSF feud of the 
1940s and 1950s. 
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CURRENT FEDERAL POLICIES 
(GOVERNING HUMAN SUBJECTS 
RESEARCH 


This chapter supplements chapter 14 of the committee's report on current federal policies 
governing human subjects research. Here we describe the administrative structures and procedures for 
ensuring compliance with federal rules for the protection of human research subjects currently 
employed by six departments and agencies: the Department of Health and Human Services (DHHS), 
the Department of Defense (DOD), the Department of Veterans Affairs (VA), the Department of 
Energy (DOE), the National Aeronautics and Space Administration (NASA), and the Central 
Intelligence Agency (CIA). In addition, this chapter provides summary information on ten additional 
federal departments and agencies that sponsor and/or conduct research involving human subjects (see 
table | at the end of this chapter). We asked each of the six agencies to provide information on the 
following: 


. the scope of its human subjects research programs; 

e the organizational structure of its human subjects protection efforts and the resources 
devoted to such activities; 

° the policy issuances and guidances pursuant to the Common Rule’ that the agency has 


provided to subsidiary agencies and research institutions; 

monitoring and enforcement activities; 

sanctions available for noncompliance with human subjects protections; 

the existence of and rules governing classified research involving human subjects; and 
the use or potential use of waivers of any of the requirements of the Common Rule or the 
agency's own human subjects regulations. 


The information presented below is based largely on this survey. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 


DHHS is the federal department with the largest presence in biomedical and behavioral 
research involving human subjects, approximately $2.8 billion annually.” The following agencies of the 
Public Health Service (PHS, a component of DHHS) conduct most of the DHHS-sponsored biornedical 
and behavioral research: the National Institutes of Health (NIH, consisting of twenty-four separate 
institutes and centers), the Centers for Disease Control and Prevention, the Heaith Resources and 
Services Administration, the Indian Health Service, the Substance Abuse and Mental Health Services 
Administration, and the Food and Drug Administration. DHHS-supported behavioral research is 
conducted by other agencies as well, including the Office of the Secretary, the Health Care Financing 
Administration, and the Administration for Children and Famities. 

In addition to supporting a limited number of intramural and extramural research activities that 
involve human subjects, FDA also regulates all research, whether sponsored by public or by private 
entities, that is used in support of new drug, biologics, and device applications.’ Because the statutory 
basis for FDA regulation of research on drugs and devices is separate and distinct from that for DHHS- 
supported and conducted research, FDA rules and oversight practices differ in certain respects and are 
discussed in a separate section below.* 


DHHS Authority for the Protection of Human Subjects 


Amendments to the Pubiic Health Service Act in 1974 (Public Law 93-348), 1985 (P.L. 99- 
158), and 1993 (P.L. 103-43) provide the current statutory basis for the human subjects protections 
afforded by DHHS research programs. The 1985 Health Research Extension Act directs the secretary 
to require that each institution applying for a grant, contract, or cooperative agreernent for research 
involving human subjects provide assurances that it has established an institutional review board (IRB) 
to review such research, in order to protect the rights and welfare of the subjects of the research. It 
further directs the secretary to establish a program to respond to requests for guidance regarding ethical 
issues raised in the course of research and to establish a process for responding to information provided 
to the director of NIH regarding violations of the rights of human subjects of research funded under the 
Act. The 1993 NIH Revitalization Act strengthened these requirements by making IRB review, and 
approval by a majority of IRB members, a prerequisite to any DHHS funding of the research. 


Additional Provisions of the DHHS Regulation 


In addition to the Common Rule, which is reflected in subpart A of 45 CFR Part 46, Protection 
of Human Subjects, the DHHS regulation includes subpart B, for research involving pregnant women, 
fetuses, and in vitro fertilization; subpart C, governing research involving prisoners; and subpart D, 
governing research involving children. 

Subpart B authorizes the secretary of DHHS to establish one or more Ethics Advisory Boards 
(EABs) to advise on ethical issues raised by individual research proposals that involve pregnant 
women, fetuses, and in vitro fertilization.” Such a board may also establish certain classes of research 
that require EAB review and approval prior to departmental funding.” Subpart B limits research 
activities involving pregnant women, fetuses, and in vitro fertilization to those that (1) are conducted 
only after appropriate studies with animals and nonpregnant women; (2) involve only minimal risk to 
the fetus, unless the activity is for the benefit of the particular pregnant woman or fetus; (3) preclude the 
involvement of the researchers in any decisions about terminating a pregnancy or determining the 
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viability of the fetus; and (4) prohibit any research intervention involving greater than minimal risk to 
the pregnant woman or fetus as part of any procedure for terminating the pregnancy.’ Informed consent 
must be given by legally competent parents, except that the consent of the father is not required under 
certain circumstances.” 

Research activities directed towards fetuses ex utero are limited to those that (1) pose no added 
risk to the fetus and are for the purpose of developing important biomedical knowledge not obtainable 
by other means, (2) enhance the possibility of survival of the particular fetus, and (3) neither artificially 
maintain the vital functions of the fetus nor terminate its heartbeat or respiration. The informed consent 
of parents is likewise required for research involving fetuses ex utero.” 

Subpart B directs IRBs to determine that all aspects of the research activity meet these 
requirements and to give particular attention to the procedures for the selection of subjects and the 
monitoring of the informed consent process."” It also gives the secretary authority to modify or waive 
its specific requirements, with the approval of the EAB, after concluding that “the risks to the subject 
are so outweighed by the sum of the benefit to the subject and the importance of the knowledge to be 
gained as to warrant such modification or waiver.”'' 

Subpart C provides additional protections for prisoners involved as subjects in behavioral and 
biomedical research, because of the concern that incarceration may affect the ability of prisoners to 
make a truly voluntary decision about participating in such research. In addition to the requirements of 
the Common Rule, IRBs must ascertain that participation offers no excessive advantages that would 
distort a prisoner's decision to participate, that the risks are commensurate with risks that would be 
accepted by a nonprisoner population, that selection procedures among prisoners are fair, that control 
subjects are randomly selected, and that follow-up care or examination will be provided. '° 

Research involving prisoners is required to pertain only to those topics that are particularly 
relevant to the lives of prisoners, such as studies of the causes, effects, and processes of incarceration 
and criminal behavior; research on conditions particularly affecting prisoners as a class, such as 
alcoholism and drug addiction or hepatitis vaccine trials; or research that is intended and likely to 
improve the health and well-being of the subject.'’ A majority of the members of any IRB (exclusive of 
prisoner members) that reviews research proposals involving prisoners must have no association with 
the prison(s) involved, apart from their membership on the IRB. At least one member must be a 
prisoner or a prisoner representative. 

Subpart D provides additional protections for children involved as subjects of research. It 
requires that IRBs approve research involving children only if the research meets the following 
additional conditions: (1) the research involves no more than minimal risk and researchers obtain the 
child's assent, meaning the child's affirmative agreement, '* in addition to the parents’ permission; (2) the 
research involves greater than minimal risk but presents the prospect of direct benefit to the subjects; or 
(3) the research is not of direct benefit and involves greater than minimal risk to the subject but is likely 
to yield generalizable knowledge about the subject's disorder or condition."* If the IRB finds that 
proposed research does not meet these three conditions, DHHS may still conduct or fund the research if 
the secretary, after consulting with experts and after public review and comment, determines that the 
research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a 
serious problem affecting children, that the research will be conducted in accordance with sound ethical 
principles, and that adequate provisions are made for soliciting the assent of children and the permission 
of their parents."” 
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Responsibility for Human Subjects Protections Within DHHS 


DHHS oversight of human subjects protections for the research that it conducts or supports is 
the responsibility of the Office for Protection from Research Risks (OPRR), located within NIH. 
OPRR develops and interprets DHHS policies on human subject protections, provides guidelines for 
research institutions and IRBs, cosponsors workshops with FDA to educate IRB members and staff 
(four or five per year, invoiving 100 to 200 persons each), and negotiates and approves “assurances of 
compliance” (discussed below) with research institutions.'* It also investigates claims of 
noncompliance with these rules. In addition, the director of OPRR chairs the Interagency Human 
Subjects Research Subcommittee of the Health, Safety, and Food Research and Development 
Cominittee of the National Science and Technology Council, which is responsible for ensuring the 
uniform interpretation of federal policy for human subjects research. '° 

OPRR currently has 14 staff members and an annual budget of approximately $1 million 
devoted specifically to human subjects protection. An additional 76 full-time-equivalent staff (FTEs) 
in other parts of PHS contribute to human subject protection policy and oversight activities.” 


Policies and Practices in the Oversight of Human Subjects Research 


The written assurances of compliance that OPRR negotiates with institutions such as 
universities, hospitals, and independent research facilities, as well as research components within 
DHHS, are the basic mechanisms for the enforcement of human subjects protections. An assurance of 
compliance commits an institution and its personnel to full adherence with the DHHS human subjects 
protection regulations. The nation's largest research institutions have negotiated multiple project 
assurances (MPAs) with OPRR. MPAs can cover a comprehensive aitay of research activities 
involving human subjects and are generally in effect for a five-year period.”' 

As part of its assurance of compliance, a research institution is required to state the principles 
governing its activities for protecting the rights and welfare of human subjects, to make a commitment 
to adhering to the provisions of DHHS human subjects regulations for all federaily funded research, and 
to describe its practices for protecting human subjects, including the policies and procedures of its 
IRB.~ Ninety-three percent of all research institutions that have negotiated MPAs with OPRR have 
voluntarily agreed to extend the specific protections of the DHHS regulation to research that is not 
federally supported.** Approximately 420 institutions currently have 453 MPAs with OPRR. In 
addition, there are about 3,000 single project assurances (SPAs) governing the conduct of human 
subjects research in smaller, newer. or primarily clinical settings; 1,173 cooperative project assurances; 
and |,436 noninstitutional investigator agreements. These investigator agreements, negotiated by 
OPRR with individual clinicians involved in cooperative studies and large clinical trials, are additional 
to a project assurance for the overall study. Four full-time OPRR professionals are responsible for 
soliciting and managing the more than 6,000 assurances of all kinds that are currently in effect.“* 

Every application to DHHS for a grant, contract, or cooperative agreement is reviewed by the 
funding entity to ascertain whether human subjects are involved in the proposed research, to determine 
wheiher the applicant has received IRB approval for the proposed research, and to make an independent 
assessment of human subjects risks and protections. This evaluation is followed by additional review 
through peer review for technical and scientific merit. Concerns with the adequacy of human subjects 
protections or potential risks, or a need to review further documentation, (such as the informed consent 
form itself), is noted in the summary statement on scientific merit and will become part of the 
application file. The scientific review group notifies not only OPRR but also the national advisory 
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councils (through the summary statements) of its concerns regarding the involvement of human subjects 
in grant applications that it has reviewed. These concerns must be resolved by the investigator or 
institution proposing the research prior to any funding of the project.* If the institution proposing the 
research does not have an MPA of the necessary scope on file, OPRR negotiates a single project 
assurance before the research activity is funded. OPRR does not otherwise routinely review individual 
research protocols for compliance with human subject protections.” 

Once institutional assurances of compliance have been approved, OPRR oversees the conduct 
of human subjects research primarily on an exceptions basis--that is, in cases where questions or 
complaints have been raised or when adverse outcomes are reported. OPRR does not routinely audit 
IRB records, nor does it interview research subjects to ascertain that appropriate procedures have been 
followed. It does, however, follow up on reports from institutions or investigators; complaints from 
research subjects, patients, or the public; and information forwarded by FDA or other agencies. Such 
information may be about adverse outcomes within the context of research, or about incidents of 
noncompliance with regulations or with the terms of the particular institutional assurance or approved 
research protocol.”’ 

Certain kinds of esearch supported or conducted by DHHS are followed and reviewed more 
closely with regard to the experience of patient-participants. For example, Cooperative Oncology 
Group (COG) research supported by the National Cancer Institute (a component of NIH) is monitored 
with on-site audits that include an evaluation of human subjects protections.*” Some NIH-supported 
multicenter clinical trials are monitored by independent data and safety monitoring boards (DSMBs) 
that assess emerging data to ensure subject safety and the relative efficacy of alternative treatments.~” 
The outcomes data reviewed by DSMBs might not be readily accessible to IRBs and participating 
clinicians, and DSMBs are not directly accountable to local IRBs or OPRR. However, the principal 
investigator is required to report to the IRB at regular intervals, and it is the principal investigator who 
receives information from the DSMB cn, (among other things), concerns related to risks to patient- 
subjects. 

IRBs are required not only to review and approve all proposed research involving human 
subjects in advance of its funding by a federal agency, but also to conduct reviews during the course of 
the research at intervals appropriate to the degree of risk involved, but at least annualiy.“’ OPRR is 
placing increased emphasis in its guidance to IRBs on the importance of continuing reviews. 

OPRR estimates that about half of the reports of incidents or compliance issues that it receives 
are self-reports from the research institution, either by the investigator, the IRB, or other responsible 
official. During the period 1990-1994, OPRR initiated investigations of 249 reports of potential 
noncompliance or problematic situations and had completed 152 of them as of December 31, 1994. 
During the same period, OPRR reviewed an additional 462 reports, (including 191 institutional incident 
reports, over 200 FDA inspection reports, and 40 unsubstantiated allegations) for which it determined 
that no investigation was necessary.” Most compliance oversight investigations are conducted through 
correspondence with the institution and do not require an on-site review. 

Complainants generally receive information about the outcome of OPRR's investigation at the 
completion of an oversight investigation. Once an investigation is completed, the fina! report of 
findings by OPRR becomes publicly available under the Freedom of Information Act (FOIA), along 
with related documents.”’ In 1993, OPRR filled 32 FOIA requests related to human subjects protection 
compliance reviews; in 1994, 54 such requests were filled. Ordinarily there is no official 
announcement of a cornpliance review. 

At any time during an investigation, OPRR may suspend an institution's assurance concerning 
some or all research activities. If this occurs, the affected research projects cannot be supported by any 
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DHHS component until an appropriate assurance is again approved by OPRR. Other steps that OPRR 
might take consequently to a compliance investigation are: 


requiring revisions to the infonned consent document or process; 

requiring prior OPRR review of some or al! research projects; 

requiring that investigators receive education in human subjects protection; 

requiring special reporting to OPRR; 

recommending to DHHS that an institution or investigator be temporarily suspended or 
permanently removed from participation in specific projects; and 

. recommending to DHHS that an institution or investigator be declared ineligible to 
participate in DHHS-supported research (debarment). 


Debarment or suspension of a participant in a federal program by one agency has government-wide 
effect.” 


Waivers from Provisions of the DHHS Regulation 


The secretary of DHHS has authority to grant waivers from the requirements of the 
department's human subjects protections regulation, including the requiremenis for informed consent. 
The single secretarial waiver to date was from the requirement for local IRB review in the case of the 
investigational drug d4T, used in the treatment of AIDS patients.’’ FDA's “parallel track” policy 
permits expanded availability of investigational new drugs for AIDS/HIV patients who are not able to 
take standard therapy, or for whom standard therapy is no longer effective, and who are unable to 
participate in ongoing controlled clinical trials. Under this policy, patients may be given promising 
investigational drugs, concurrent with the conduct of controlled trials. Because it would be difficult for 
local IRBs to oversee and approve the participation of clinical groups, and for individual practitioners 
not ordinarily involved in research to obtain local review, FDA ts using an NIH IRB in lieu of local 
IRB review.” 


“ 


FOOD AND DRUG ADMINISTRATION 


As a subagency of DHHS, FDA is subject to the DHHS regulation for human subjects research 
that it conducts or financially supports. However, for human subjects research involving products 
regulated by FDA, separate rules under the statutory authority of the Food, Drug, and Cosmetic Act 
apply. When research involving products regulated by the FDA is funded by DHHS, both DHHS and 
FDA regulations apply.” 


FDA Authority for the Protection of Human Subjects 


The Food, Drug, and Cosmetic Act directs FDA to ensure the protection of the rights and 
welfare of human subjects who participate in clinical investigations of new drugs, biologics, and 
devices, food and color additives, and electronic products, and in clinical investigations that support 
applications for research or marketing permits for products regulated by FDA.” The regulations 
governing the conduct of human subjects research that FDA regulates are codified at 2] CFR Part 50 
(Protection of Human Subjects) and 21 CFR Part 56 (Institutional Review Boards). These regulations 
are the same as the DHHS regulations in most respects but include several significantly different 
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substantive provisions. Specifically, FDA uses different criteria for an exception to informed consent, 
and FDA provides for a waiver of IRB review only in emergency situations.*' Furthermore, FDA does 
not use institutional assurances of compliance, relying instead on its bioresearch monitoring program.* 


Responsibility for Human Subjects Protections in Research Invoiving Products Regulated by 
FDA 


FDA's Bioresearch Monitoring Program involves on-site inspections of nonclinical laboratories, 
IRBs, study sponsors (e.g., pharmaceutical companies), and clinicai investigators to assure the 
protection of human subjects and the integrity of data reported to FDA. Each operational component of 
FDA (drugs, biologics, devices) has such a monitoring unit.*° 


Policies and Practices in the Oversight of Human Subjects Kesearch 


FDA reasoned (in the Federal Register announcement of the Common Rule) that establishing 
an assurance system geared to those IRBs that are exclusively subject to FDA regulation would result in 
"increased administrative burdens” that would not be justified by the benefits; FDA would therefore 
continue to rely on its Bioresearch Monitoring Program, along with educational activities, to achieve 
IRB compliance.“ Under its monitoring program, FDA inspects IRBs routineiy every five years and, in 
addition to its own sanctions, reports any findings of noncompliance to OPRR for independent action if 
the IRB in question holds an OPRR-approved assurance.** 

An FDA inspection involves a site visit and a standardized review of the documentation 
maintained by the IRB. FDA sends regulatory letters to IRBs after site visits, reporting its findings and 
specifying corrective actions that must be taken. IRBs with substantial compliance violations are 
usually reinspected within a year's time. FDA inspects over 600 clinical investigators, 270 IRBs, 60 
sponsors, and 120 nonclinical laboratories each year.” 

FDA requires IRBs to conduct continuing (no less than annual) review of ongoing research. 
Continuing reviews must gather information on the number of subjects initiated into research, describe 
research subjects’ experiences in terms of benefits, identify adverse effects and withdrawals from the 
project, report on research results, and provide an updated risk-benefit assessment. When 
unanticipated risks or information bearing on the risk-benefit assessment of the research are discovered, 
they must be reported to the IRB promptly.”’ 

FDA regulations allow research sponsors and investigators to request a waiver of the 
requirement for IRB review of research, but not of the requirements for informed consent of subjects.” 
This provision is intended for use “only where it would be in the best interest of the subjects and where 
alternative mechanisms for assuring the protection of the subjects are adequate”*’--for example, in the 
case of treatment investigational new drugs for persons with serious or life-threatening diseases. 

FDA has distinctive sanctions against noncompliant IRBs and research institutions. If IRBs 
and institutions refuse FDA access to IRB records for inspection, FDA may disqualify the evidence 
provided from a study in support of an application for an FDA research or marketing permit for a new 
drug or device.” If during an inspection an IRB is found to be in noncompliance, FDA may: 


. reinspect the institution to confirm that corrective measures have been taken; 

. withhold approval of any new studies conducted by the institution or reviewed by the 
IRB; 

. direct that no new subjects be added to ongoing studies; 
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° terminate ongoing studies; 

° notify other state or federal regulatory agencies or parties with a direct interest in FDA's 
action; and 

. disqualify the IRB or parent institution, which may entail a refusal to consider data from 


a clinica! investigation offered in support of a marketing permit.” 
FDA Exception from the Requirement for Informed Consent 


Some medical speciality groups have advocated an exception from informed consent in the case 
of emergency research (i.c., medical interventions under a research protocol) so that advances can be 
made in such treatments for patients unable to give consent, such as those unconscious with head 
trauma, spinal cord injury, or stroke.*’ However, the necessary randomization of treatment alternatives 
under such emergency conditions 1s problematic under both the FDA regulation and the Common Rule. 


FDA rules allow for administration of a test article, (that is, an investigational drug, biologic. or 
device), if (1) the subject is confronted by a life-threatening situation necessitating the use of the test 
article, (2) informed consent cannot be obtained from the subject, (3) time is not sufficient to obtain 
consent from the subject's legal representative, and (4) no alternative method of approved or generally 
recognized therapy exists that provides an equal or greater likelihood of saving the subject's life. The 
use of this test article under these circumstances must be reported to the IRB within five days.”’ This 
provision, however, did not anticipate a research situation in which subjects (patients) would be 
randomly assigned to different treatments and in which the experimental treatment would be used 
repeatedly without informed consent, as would be the case for research on investigational interventions 
used in the care of unconscious patients or for patients whose ability to give consent ts otherwise 
compromised. At the time of this writing, the FDA had proposed new regulations for conducting 
research in emergency settings. It 1s expected that the new regulations wil! be promulgated by the end 
of 1995. 

In contrast, the Common Rule for federally funded research directs that, if a test article ts used 
for emergency treatment without informed consent, data gathered or information resulting from that 
case cannot be used in any study or scientific report about the test article.’ The Common Rule permits 
the IRB to waive the requirement for informed consent if, among other things, the research involves no 
more than minimal risk to the subjects. Because the purpose of this emergency research is to determine 
the risks and benefits of the intervention--that is, its safety and effectiveness--it is difficult to judge 
whether the risk of the research is minimal or greater than minimal. Furthermore, if the risk is judged 
io be greater than minimal, but is offset by even greater potential benefits to the subject, there is no 
provision in the Common Rule that would permit an IRB to waive informed consent. 


DEPARTMENT OF DEFENSE 


DOD conducts biomedical and behavioral research involving human subjects within each of its 
services (Army, Navy, and Air Force). Several additional DOD agencies, such as the Uniformed Services 
University of the Health Sciences (USUHS), fund biomedical research through the services. In addition 
to mission-specific research, DOD engages in research projects mandated by Congress, such as its 
women's health and breast cancer research programs. Some clinical research within DOD facilities is 
sponsored by other federal agencies or by private entities.“ DOD sponsors human subjects research 
through two separate programmatic and funding authorities, its clinical research program and its research 
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and development (R&D) program. The clinical research program largely takes place within DOD 
medical facilities and is focused on traditional biomedical research topics. DOD's R&D program 
addresses a broader range of biomedical and behavioral research questions of particular or unique 
relevance for the military mission, for example, studies of human safety factors in the development of 
new weapons systems. 


DOD Authority for the Protection of Human Subjects 


A statutory basis for informed consent was provided by the Defense Department Authorization 
Act of 1985, which directs that: 


Funds appropriated to the Department of Defense may not be used for 
research involving a human being as an experimental subject unless-- 

(1) the informed consent of the subject 1s obtained in advance: or 

(2) in the case of research intended to be beneficial to the subject, the 
informed consent of the subject or a legal representative of the subject ts 
obtained in advance.” 


DOD has codified the Common Rule at 32 CFR Part 219. In addition, DOD directives require 
conformance with subparts B, C, and D of the DHHS regulation, which address research involving 
pregnant women, fetuses, and in vitro fertilization; prisoners; and children, respectively.” 


Responsibility for Human Subjects Protections Within DOD 


Responsibility for oversight of human subjects protections resides with the director of the Office 
of Defense Research and Engineering. Operational oversight is delegated to the individual services or 
DOD agencies. Both research and development (R&D) projects and clinical investigation efforts come 
under the purview of the services’ surgeons general. In all, DOD devotes an estimated 80 full-time 
equivalents to assurance and compliance activities for protecting human subjects. This includes staff 
resources devoted to review and documentation of human subjects protection activities (excluding those 
of IRBs themselves) at all levels of the department.” 

The primary responsibility for oversight of intramural clinical research rests with each hospital 
commander whose facility sponsors a clinical investigation program. This oversight ts exercised 
primarily through the chief of the department of clinical investigation at each major teaching facility, 
primarily hospitals. Medical monitors are appointed for each study thai involves more than minimal risk. 
to ensure the ongoing protection of human subjects involved in each project. The Human Use Committee 
(the facility's IRB) conducts annual reviews of each protocol involving human subjects according to the 
provisions of the Common Rule. 

Within DOD's biomedical R&D programs, the commanding officers of the medical research 
laboratones and institutes are ultimately responsible for local institutional oversight. The principal 
committees within each research institution for review of protocols for scientific merit and the adequacy 
of protections for human subjects are the scientific review and the human use committees, this latter 
committee being the IRB. Human use committees conduct annual reviews of each protocol, in 
accordance with the provisions of the Common Rule.” A locally assigned physician serves as a medical 
monitor for each protocol determined to be of greater than minimal risk, as determined by the human use 
committee.” 
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More than 50 freestanding DOD facilities may conduct or contract for research involving human 
subjects. Within the Army, the Medical Research, Development, Acquisition, and Logistics Command at 
Fort Detrick, Maryland, oversees protocol reviews with regard to human subjects protections for all 
intramural and contract biomedical research. Within the Navy, both the Naval Medical Research and 
Development Command at the National Naval Medical Center, Bethesda, and the Office of Naval 
Research support human subjects research activities. Each of these operations is responsible for oversight 
of human subjects protections for research that they conduct or sponsor under contract. The Air Force 
facility most heavily involved with human subjects research is Armstrong Laboratory at Brooks Air Force 
Base, Texas. Human subjects protection coordination for Air Force R&D facilities is provided by the 
Headquarters Air Force Medical Operations Agency, Office of the Surgeon General. Within USUHS, its 
Research Administration coordinates the review and oversight of research protocols by the university's 
IRB.~ DOD also maintains seven medical research laboratories overseas. The primary focus of the 
human subjects research conducted by these facilities is epidemiological surveillance of infectious 
diseases, field trials of vaccines and therapeutic drugs, and field validation of rapid diagnostic 
technologies.” 

All human subjects research conducted by or sponsored extramurally by DOD must be conducted 
by an institution with a current project assurance, eiher an MPA issued by OPRR or an assurance issued 
by a military service or agency. For in-house research, the Director of the Office of Defense Research 
and Engineering has delegated responsibility for management and oversight of the issuance of project 
assurances to the director of the office of environmental and life sciences. This office provides policy 
guidance and maintains infor ration regarding the project assurances issued by the agencies and services 
that conduct or support biomedical and behavioral research projects.” 


Policies and Practices in the Oversight of Human Subjects Research 


DOD reports that service headquarters provide continuous monitoring and audit reviews of the 
programs under their jurisdiction for compliance with human subject protections. The Office of the 
Surgeons General for each of the services determines whether additional administrative review of 
proposals involving more than minimal risk is warranted. They may provide such second-level review in 
a variety of ways, including using joint-service committees. 

The services conduct announced and unannounced site visits to their own facilities to evaluate 
program management and to determine compliance with regulations. Between 1992 and 1995, the 
services have conducted approximately 180 site visits to facilities conducting research involving human 
subjects."° Headquarters offices ensure that adequate records of all research protocols are maintained at 
the research facility, that approved informed consent for:ns have been used and maintained, that progress 
reports have been filed, and that minutes of IRB meetings are maintained. Annual audit reviews of 
research protocals involving human subjects are conducted by the sponsoring agency or service. All 
reviews, audits, and site visits are documented. Permanent records of such audits or reviews are 
maintained by the office conducting or directing the audit.” 

A 1987 memorandum of understanding states that DOD will comply with FDA regulations on the 
clinical testing and use of investigational drugs, acknowledges the need for expeditious FDA review of 
products that are needed to accomplish DOD's mission, and makes special provisions for security in 
FDA's review of clinical testing within DOD that is classified for reasons of national security.”” 
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DEPARTMENT OF VETERANS AFFAIRS 


VA operates 171 inpatient medical centers, including short-term hospitals, psychiatric and 
rehabilitation facilities, and nursing homes. It also operates a number of freestanding outpatient clinics.” 
VA's biomedical research and development program focuses on the health care needs of veterans. This 
research is almost exclusively intramural, although in limited instances (e.g., at congressional direction, or 
when an investigator needs specialized services) biomedical research is performed under contract.“ 

VA's research appropriation supports approximately 2,000 investigators who conduct about 
12,000 discrete projects in VA facilities annually. A quarter of these projects are VA-funded, another 
quarter to a third are extramurally funded, and the remainder are conducted by VA personnel without 
specific research funding. VA spends approximately $114 million annually in appropriated monies on 
human subjects research; an additional $110 million of VA clinicians’ time :s devoted to research 
activities. Other federal agencies provide roughly $170 million annually for research in VA facilities, 
most of it clinical research, and an additional $100 million worth of research is conducted in VA facilities 
by private nonprofit and proprietary entities, such as the American Heart Association and pharmaceutical 
firms.” 


VA Authority for the Protection of Human Subjects 


The Common Rule is codified for VA at 38 CFR Part 16. In addition, 38 USC 7331 and 7334 
require that all medical and prosthetic research conducted by VA occur only with the informed consent of 
subjects and that regulations governing human experimentation be coordinated with those of DHHS. ”' 


Responsibility for Human Subjects Protection Within VA 


Within the Veterans Health Administration (VHA), the Office of the Assistant Chief Medical 
Director for Research and Development is responsible for the overall planning, coordination, and 
direction of R&D activities. VHA's research program encompasses three areas: medical research, health 
services research and development, and rehabilitation research and development. Each research 
component is responsible for VA Central Office (VACO) review of research proposals for both scientific 
merit and the adequacy of human subjects protections. For the most part, oversight of human subjects 
protection takes place at the local medical facilities .” 

The VA National Bioethics Committee is a 20-member advisory panel that meets twice yeariy to 
advise the VA chief medical director and his staff on ethical issues in clinical care, resource allocation, 
and biomedical research within VA facilities. In 1991, VA established a National Center for Clinical 
Ethics under contract with the clinical ethics group at the VA Medical Center in White River Junction, 
Vermont, to serve as staff to the National Bioethics Committee and to enhance the quality of clinical 
ethics programs at VA medical centers. This center has, to date, worked mainly in areas other than 
human experimentation, instead focusing on clinical practice and resource allocation issues.’ The center 
will likely become involved in issues entailed by human subjects research in VA facilities in the future. 


Policies and Practices in the Oversight of Human Subjects Research 
All research associated with VA facilities or VA clinicians, whether or not it receives research 


funding, is subjected to the same local review, approval, and documentation requirements. All human 
subjects research conducted in VA facilities or with VA monies is performed subject to the provisions of 


641 


Supplemental Volume | 


the Common Rule. For the most part, individual medical facility staff members generate research 
proposals and submit them to institutionally based research and development committees. In some cases, 
however, research priorities are set by legislation, as in the case of HIV/AIDS research, aicoholism and 
drug dependency, spinal cord injury, and post-traumatic stress disorders. individual VA medical 
institutions have R&D committees that review investigator-initiated research proposals. These 
committees have human studies subcommittees, which serve as the institutions’ IRBs, as well as safety 
subcommittees, which address the use of hazardous materials and radiation safety, among other issues.“ 
There are approximately 110 human use subcommittees in medical facilities throughout the VA system.”* 

Most VA hospitals are affiliated with a teaching hospital or university medical center, and the 
IRB of the affiliated medical center may also review human subjects research conducted in VA facilities. 
if the VA facility does not have a human use subcommittee or if the research is a collaboration between 
the two institutions. Forty VA facilities use a university IRB to review human subjects research, and 
three others share an IRB with an affiliated medical center.” If VA uses the IRB of an affiliated teaching 
institution, then at least one VA employee with scientific expertise must sit on that board in order to 
represent VA interests. Similariy, there are limits on the number of members of VA IRBs who may be 
from affiliated teaching institutions.” 

Any research protocol involving human subjects must be reviewed and approved by the human 
studies subcommittee before final review and approval by the full R&D committee. After this institutional 
‘evel review, those approved proposals that are requesting VA appropriated funds are submitted to the 
VACO R&D office for further review. Here a final merit review is conducted by one of 18 categorical 
merit review Boards, composed of 10 to 15 predominantly of nonfederal scientists. Research for which 
VA funding is sought ma) also be reviewed "off-station" by experts at other VA institutions before being 
submitted to VACO for merit review. Those research projects conducted by VA investigators and 
clinicians without the support of appropriated research funds, however, do not undergo centralized review 
for scientific merit. Approval for the conduct of these projects rests with the local institution's R&D 
committee. * 

Once a research project has begun, the local R&D committee forwards annual reports to VACO, 
which maintains a comprehensive database on all research conducted in VA facilities, irrespective of the 
source of funding. In addition, the minutes of all meetings of institutional R&D committees are 
submitted to VACO and reviewed by staff. If there are questions or concerns about the involvement of 
human subjects in proposed or ongoing research that expert reviewers raise, the institutional committee is 
queried further.” 

VACO does not routinely audit IRBs, but does inspect their records and procedures if there is 
reason for concern.”’ Inspections are prompted, for example, when expert reviewers have questions about 
the safety or adequacy of human subjects protections after the local IRB has approved the research, or 
when adverse drug reactions occur, or when patients require care for adverse outcomes in the course of a 
study. In the case of large cooperative studies that include several hospitals (sometimes including 
institutions outside the VA system), VACO conducts site visits at participating VA facilities during which 
consent forms are reviewed and a sample of subjects is interviewed to verify that consent procedures have 
been followed. Data from randomized trials are closely monitored so that any statistical differences that 
emerge in treatment outcomes can be quickly detected."' 


DEPARTMENT OF ENERGY 


DOE conducts and supports research involving human subjects that ranges from diagnostic and 
therapeutic applications in nuclear medicine to epidemiological and occupational! health studies, both 
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within the department's own research facilities and elsewhere under grant and contract. DOE laboratories 
also receive funding from other federal agencies such as NIH and from private sponsors. In fiscal year 
1994, DOE supported 106 projects involving human subjects, 70 at DOE laboratories and 36 at other 
institutions. An additional 69 projects at DOE laboratories were funded by other agencies. DOE funding 
of human subjects research amounted to $46 million in this period, with an additional $10 miliion in 
support of projects at DOE laboratories coming from other agencies. One project alone, the Radiation 
Effects Research Foundation in Japan, received $20.4 million in DOE funding in fiscal year 1994. 


DOE Authority for the Protection of Human Subjects 


DOE has codified the Common Rule at 10 CFR Part 745. There is no DOE statutory provision 
for human subjects protection. 


Responsibility for Human Subjects Protections Within DOE 


The Office of Health and Environmental Research (OHER) within the Office of Energy Research 
is responsible for formulating human subjects research policies and for ensuring department-wide 
compliance with the Common Rule, regardless of the DOE agency or office that conducts or sponsors the 
research.’ DOE sponsorship and funding of research involving human subjects is dispersed in many 
offices, divisions. and laboratories throughout the department.“ 


Policies and Practices in the Oversight of Human Subjects Research 


All human subjects research that is financially supported by DOE is first reviewed for scientific 
merit by specialized external peer review committees. Proposals for research involving human subjects 
then undergo in-house evaluation of merit and priority for funding. All DOE-funded research involving 
human subjects, whether intra- or extramural, must first be reviewed and approved by an IRB with a 
DOE- or OPRR-issued assurance prior to receipt of funding. Work sponsored by other public or private 
agencies is reviewed for scientific merit by the funding organization and for the adequacy of human 
subjects protections by the IRB of the DOE facility in which it will be performed.” 

The nationai laboratories operated by DOE account for about 90 percent of DOE's intramural 
human subjects research. Each laboratory has an IRB to review all research proposals involving human 
subjects. Two laboratories, Pacific Northwest and Los Alamos, have MPAs with DOE; most of the others 
have MPAs with OPRR. A few conduct only a small number of studies involving human subjects each 
year and must apply for a single project assurance from DOE.“ DOE plans to renegotiate the MPAs that 
it awards to its own laboratories every three to five years.”” 

In February 1994, DOE charged its externally constituted Health and Environmental Research 
Advisory Committee (HERAC) with the task of reviewing departmental practices with respect to research 
involving human subjects under the Common Rule. This evaluation, conducted by a HERAC 
subcor ,mittee composed of physicians, ethicists, and research scientists, addressed policies and 
performance both at the research institution and departmental levels. The report of the subcommittee, 
Protection of Human Research Subjects, was transmitted to DOE on May 27, 1994." 

In the course of their evaluation, the HERAC subcommittee conducted site visits to eight DOE 
laboratories and research facilities.” This set of site visits constituted the first routine on-site audits of 
these institutions’ IRBs and human subjects protection activities. DOE has preliminary plans to conduct 
similar reviews of IRB activities at all DOE research installations over a three-year period and to continue 
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such compliance reviews by “process improvement teams” (consisting of the person responsible for 
human subjects protections at DOE, a physician or research scientist, an ethicist, and a member of the 
field office or procurements staff) at all facilities on a three-year cycle thereafter.” At the present time, 
DOE investigates IRB activities only in response to reports of noncompliance or adverse outcomes. ”' 

The HERAC subcommittee reported the following findings and made related recommendations 
for IRB and departmental reforms: 


° A written delegation of authority from the director of the research lab or facility to the 
IRB, sufficient to allow the IRB to perform its duties, was frequently missing. The 
subcommittee recommended that IRBs have formal, documented delegation so that they 
can readily investigate problems and suspend or terminate approval of a protocol if such 
an action is contended. 


° IRB membership requirements sometimes were not met. The subcommittee recommended 
that IRBs review their membership for adequate representativeness. 
. Continuing (annual) review of ongoing research often received inappropriate emphasis, 


sometimes too involved and other times too superficial. The subcommittee recommended 
that IRBs should ensure full and substantive review of protocol renewals and document 
these reviews carefully. 

° Consent forms often contained little or no substantive information about the nature of the 
research and the risks involved. The subcommittee recommended that all information 
conveyed in the consent process be in writing and in language understandable by subjects. 

° Minutes of IRB meetings were often superficial and failed to note the items of information 
required by the Common Rule. Evidence of communications between IRBs and 
investigators about proposals under consideration was often absent. The subcommittee 
recommended that IRBs follow regulatory requirements on these various kinds of 
documentation scrupulously. 

. The subcommittee recommended that DOE conduct regular audits of IRB performance in 
DOE facilities, including random sampling of patient records and signed consent forms, 
analogous to audits performed by FDA. It further recommended that the DOE research 
facilities be required to submit to DOE headquarters a copy of all FDA reports of IRB 
audits. 

. The subcommittee recommended that research in DOE facilities that is supported by 
outside sources be reviewed by DOE for its compatibility with the department's mission. 
(This review would not take place as part of human subjects protection activities. ) 

. Finally, the subcommittee recommended that, in the case of the Lawrence Berkeley 
Laboratory, the relationship between the laboratory's small review panel and the IRB of 
the University of California at Berkeley be revised. The laboratory's panel had been 
screening proposals before submitting them to that IRB.” 


DOE has accepted all of the above recommendations.” 
NATIONAL AERONAUTICS AND SPACE ADMINISTRATION 
NASA conducts ground-based and in-flight biomedical research involving human subjects related 


to space life. Management and oversight of human subject research within NASA lies with the Division 
of Life and Biomedical Sciences and Applications. Human subjects research conducted or supported by 
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NASA is divided roughly equally between intramural centers and extramura! research institutions and 
universities. The three NASA field centers that in recent years have conducted research involving human 
subjects are the Ames Research Center, the Johnson Space Cenier, and the Kennedy Space Center. 
Johnson Space Center, as the lead human research center because of its program of manned space flights, 
has by far the greatest involvement with human subjects research. Kennedy Space Center stopped 
conducting research involving human subjects several years ago, when NASA consolidated its various 
research functions.” 


NASA Authority for the Protection of Human Subjects 


In 1986, NASA revised its 1972 policy governing the use of human subjects in research to 
conform with what was then the proposed model federal policy for the protection of research subjects 
(NASA Management Instruction [NMI] 7100.8A). The NMI applies to NASA headquarters and field 
installations and ali extramural research in which NASA is involved to any degree.” The Common Rule 
is codified by NASA at 14 CFR Part 1230. The NMI is now under revision to bring it up to date with the 
1991 regulation, and NASA expects to publish it by fall 1995.°° NASA has convened an external 
Bioeth cs Task Force to review and provide recommendations on the content of the draft NMI, and to 
strengthen NASA's human subjects protections practices overall.”” 


Responsibility for Human Subjects Protections Within NASA 


All human research conducted aboard NASA spacecraft, including pre-, in-, and post-flight 
studies, must be reviewed by the Johnson Space Center IRB, known as the Human Research Policy and 
Procedures Committee (HRPPC). Each center's IRB reviews not only the research conducted at or by that 
center, but also extramural human research that involves NASA participation.” Most extramural 
proposals are submitted by large research institutions that have negotiated MPAs with OPRR. These 
assurances cover many human research activities and are in effect for five years. Once an extramural 
proposal has been approved by the institution's IRB, it is sent to NASA headquarters for external peer 
review for scientific merit, administered by the American Institutes of Biological Sciences (AIBS), 
Information Dynamics, Inc. (IDI), NIH, or a similar disinterested peer group. Should the proposal deal 
with human space research, it must also be reviewed by the Johnson Space Center IRB. In essence, all 
human research proposals submitted to NASA must undergo external peer review for scientific merit; 
internal review by the IRB of the proposing institution; and, if destined for flight or NASA participation, 
IRB review of the relevant NASA field center.” 


Policies and Practices in the Oversight of Human Subjects Research 


Biomedical studies conducted in space undergo this rigorous review process because of special 
risks and the subjects’ involvement in a mission, with an obvious tension existing between voluntary 
participation in human subjects research and job performance in manned space flight. The Johnson Space 
Center HRPPC reviews two types of protocols for a given space-based study. A “master protocol" 
consists of a detailed description of all aspects of the study; it is the first document submitted to the 
HRPPC for approval. The “training protocol” consists of a detailed description of the training activities to 
be conducted prior to a specific space flight, including objectives, a daily schedule of the training 
procedures, and equipment to be used. The HRPPC must approve both the master protocol and the 
training protocol at least six weeks before a training tour begins. in addition, Johnson Space Center's 
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HRPPC reviews all proposals for research involving human subjects to be conducted in space.'”’ 

NASA ethics policies of the late 1960's and early 1970s did not treat work-related evaluative 
procedures or tests as research, and thus did not deem human subjects protection rules to apply to such 
procedures. NASA's reasoning follows: 


Involving as a human subject a specially trained adult who knowingly 
follows a specialized calling or occupation generally recognized as 
hazardous, and for whom the test, experiment or evaluative procedure 
forms an integral part of his calling or occupational performance. For 
example, a test, experiment or evaluative procedure concerning air or space 
flight and involving a test pilot or astronaut ordinarily would fall within 
this exception. However, if a test pilot or astronaut is asked to serve as a 
human subject in an experiment requiring, for example, cardiac 
catheterization, the human research could not reasonably be considered as 
within the scope of his specialized calling or occupation."”' 


No such explicit exception for work-related procedures or interventions exists in the current NASA 
policy. “Minimal risk" does, however, have a contextual meaning in the definition of the currently 
effective NASA management instruction: 


"Minimal risk" means that the harm or discomfort anticipated in the 
proposed research is not greater, considering probability and magnitude, 
than that encountered in the daily lives of healthy individuals, including the 
recognized risks inherent in a chosen occupation, such as space flight and 
ground support.’ 


This definition is intended to recognize the inherently risky context within which astronauts participate in 
experiments. It is not intended to allow for increments in risk of the magnitude of the risk of space flight 


itself. 

This definition is also used in the revised NMI now in draft form."” The draft NMI takes into 
account the special circumstances under which space flight personnel are engaged as research subjects by 
requiring detailed protocols well in advance of in-flight studies so that the carefully considered informed 
consent of the participants can be gained ahead of time. It also makes provision for flight personnel to 
decline to participate in a proposed study under some circumstances that will not prejudice management 
decisions about the subject's participation in the flight. Consistent with the requirement of the Common 
Rule, space flight personne! may withdraw from an experiment at any time.'” 


CENTRAL INTELLIGENCE AGENCY 


CIA supports or conducts a small number of research studies involving human subjects each 
year.'”” 


CIA Authority for the Protection of Human Subjects 


Executive Order 12333, § 2.10, issued December 4, 1981, directs CIA to follow DHHS 
guidelines in the conduct or sponsorship of any research involving human subjects. ClA Headquarters 
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Regulation 7-1la (6) (c) further specifies that the requirements for approval of human subjects research by 
CIA's Human Subject Research Panel (HSRP) are those codified at 45 CFR Part 46, the DHHS 
codification of the Common Rule plus subparts B, C, and D, which provide additional protections to 
special populations.” 


Responsibility for Human Subjects Protections Within CIA 


The director of central intelligence must personally approve all research involving human 
subjects.'”” HSRP is responsible for reviewing and certifying to the director that the research proposal is 
in conformance with the DHHS rules. For extramural research, HSRP acts as an oversight body for the 
local IRB. For intramurai research, HSRP acts as the IRB for CIA. Currently. HSRP is composed of CIA 
employees only: the chair is a senior physician with the Office of Medical Services, and other members 
are representatives from the Directorates of Operations, Intelligence, and Science and Technology. A 
nonvoting representative of the Office of the General Counsel must attend all HSRP meetings to provide 
legal advice. According to the CIA regulation, HSRP may include outside experts and consultants.'” 


Policies and Practices in the Oversight of Human Subjects Research 


Proposals for research may originate with any operational unit but are usually coordinated by the 
Office of Research and Development. A submission to HSRP consists of a description of the research 
proposal, a statement of work, a letter of assurance from an IRB that the research proposed is in 
compliance with the institution's policy and with federal and state laws (if the proposed research is 
extramural), and a copy of the consent form. HSRP meets to review the proposal and the consent form. 
The agency officer coordinating the research application attends the meeting, describes the proposal, and 
provides information on the purpose, mechanics, and risks and benefits of the study. This officer conveys 
HSRP questions, comments and recommendations to the researcher proposing to conduct the study. 
HSRP must unanimously agree that the informed consent process for a project is completely adequate tn 
order to approve the project.” 

The CIA contracting technical representative (not necessarily the person who serves as liaison 
between HSRP and the investigator during the initial proposal review) is responsible for monitoring the 
progress of the research. This representative is responsible for reporting any adverse effects of the 
research to the Office of Medical Services and the Office of General Counsel.''’ CIA reports that all 
CIA-funded research since HSRP was formed in 1982 has conformed to the requirements of the DHHS 
regulations.''' Furthermore, the Office of Inspector General (OIG) inspections staff recently conducted 
an investigation of CIA human subjects research conducted between 1988 and 1993 and determined that 
all such research was conducted in adherence to federal regulations. ''’ 


HUMAN SUBJECTS RESEARCH AND PROTECTION AT TEN ADDITIONAL 
DEPARTMENTS AND AGENCIES 


The Advisory Committee requested information from ten additional federal departments and 
agencies that sponsor and/or conduct research involving human subjects and that are subject to the 


Common Rule. Table i displays summary information: 


° department-specific statutes governing human subjects research; 
. estimates of current spending on such research; 
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. how the department is involved in human subjects research (which subagencies, intra- or 
extramurally); 


. resources devoted to human subjects protection activities; 

° research oversight and compliance practices; 

. involvement in classified research;''* and 

° the existence of additional provisions for the protection of special populations. 
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TABLE 1. HUMAN SUBJECTS RESEARCH & PROTECTION ACTIVITIES IN 
TEN DEPARTMENTS & AGENCIES 


Services, Hurnan 
Studies Review 
Commiuttee acts as im- 
house IRB and 
oversees extramural 
IRBs. also relies on 
OPRR MPAs 


research 


O5-10FTE 


No in-house IRB. 
overseas grantees may 
make assurances 
directly to AID 


No classified human 
subjects research 


< $100,000 (ior 


Prior and annual 
review by m-house 
IRB for both :ntra- 
and extramural 
research 


No classified human 
subjects research 


Intramural IRB alse 
reviews extramural 
contract studres 
mutially and annually 


No classified human 
subjects research 


20 USC 1232h 
(Protection of Pups! 
Rights) 


development 

in FY 1994:$172.4 
milhon (no breakdown 
of allocation for 
hurnan subjects 1s 
available) 


Less than 1.0 FTE 


No snternal IRB. 
contract and grant 
managers review 
proposals for 
compliance 


No classified human 
subjects research 


None (EPA requires 
and reviews in vitro 
and an:mal research 
under Toxic 
Substances Control 
Act &Federal insect 
~wide, Fungicide & 
Pest -scude Act. 


$15 to $20 millon 


2.0 to 3.0 FTEs 


G44 


Intrarnural research 
reviewed by IRB at 
University of North 
Carolina under 
memorandum of 
understanding. aiso 
rehes on OPRR MPAs 


of 45 CFR 46. 


28 USC 509 - 510, Local review boards 
18 USC 4001(b) and (mzy cr may not be 
4042 IRB) monstor 
research. research 


program reviews once 
every 2 years at 


prisons 


$14 to $18 million No in-house IRB. No classified human 
granice mstituhens subjects research 
responsible for 


oversight 


For intramural No classified human 
research, uses sn IRB subjects research 
under contract. 
contracting officer's 
technical 
representatives 
monitor compliance. 
also rehes on OPRR 
MPAs 


° These estimates include staff resources devoted to policy development and guidance, negotiating assurances, oversight and auditing. They exclude the 
time of agency staff spent as IRB members or staff, and the minimal efforts of grant and contracts personnel who track IRB approval status on research 
applications. Full-time equivalent (FTE) effort may represent the cumulative efforts of several persons who spend part of their time on oversight of 
human subjects experiments. 


ENDNOTES 


1. “Federal Policy for the Protection of Human Subjects; Notices and Rules,” Fed. Reg 28,002-28,032 
(June 18, 1991). Each department and agency subject to the Common Rule codified its provisions within the 
agency's own regulations. 

2. Lily O. Engstrom, Assistant Director, Office of Extramural Research, NIH, to Wilhelmine Miller, 
ACHRE, 2! February 1995 (Response to ACHRE Request 013095-E). The figure for the funding of human subjects 
research provided by NIH/DHHS represents the total amount of funds obligated for projects in which there was any 
human subjects involvement, regardless of how minimal such involvement may be. Therefore, this figuss includes a 
share of funds that do not support human studies. 

3. Federal Food, Drug, and Cosmetic Act, §505({i), 507(d) (1963) and §520(g) (1976), codified 
at 21 USC 355(1), 357(d), and 360(g). 

4. FDA differs from the Common Rule policy most significantly in the following respects: (1) FDA does 
not aliow for the substitution of local procedures for informed consent in research conducted abroad (the Common 
Rule permits this, subject to several constraints), and (2) FDA does not allow IRBs to approve waivers of the 
required elements of informed consent (the Common Rule does allow for certain waivers, subject to several stringent 
conditions). FDA intramural and FDA-sponsored research is, however, subject to the provisions of the DHHS 
regulation, in addition to those of the FDA regulation. In some cases, then, intra- and extramural research 1s subject 
to two sets of regulatory provisions. 

5. 45 CFR § 46.204(1995) 

6. Ibid. The last EAB was chartered in 1979 and disbanded in 1980. See U.S. Congress, Office 
of Technology Assessment, Biomedical Ethics in U.S. Public Policy (Washington: GPO, 1993), 11-12. 

7. 45 CFR § 46.206. 

8. 45 CFR § 46.207(b) and § 46.208(b). 

9. 45 CFR § 46.209. 

10. 45 CFR § 46.205. 

li. 45 CFR § 46.211. 

12. 45 CFR § 46.305. 

13. 45 CFR § 46.306 

14. 45 CFR § 46.304. 

15. 45 CFR § 46.404. The IRB determines whether the children are of such age, maturity, and 
psychological state as to be capable of providing assent. 

16. 45 CFR § 46.405 and § 46.406. 

17. 45 CFR § 46.407. 

18. Gary Ellis, Director, OPRR, to OPRR staff, 7 December 1993 ("Compliance Oversight Procedures”), 
and Gary Ellis in oral communication to Wilhelmine Miller, ACHRE, 30 November 1994 

19. “Federal Policy for the Protection of Human Subjects,” Fed Reg. 28002-28004 (June 18, 1991). 

20. Kathy Hudson, Office of the Assistant Secretary for Health, to Wilhelmine Miller, ACHRE, 

13 February 1995 ("Personnel Devoted to Human Subjects Protection, Public Health Service, February 1995") and 
Kathy Hudson to Wilhelmine Miller, 17 January 1995 ("Review of DHHS Human Subjects Protection Paper”), page 
4 of marked-up draft. 

21. National Institutes of Health, Office for Protection from Research Risks, Protecting Human 
Research Subjects (Washington: GPO, 1993), 2-17. 

22. 45 CFR § 46.103. 

23. D.A. Henderson, M.D., M.P.H., Deputy Assistant Secretary for Health for Science, to Hon. John 
Glenn, Chairman, Committee on Governmental Affairs, U.S. Senate, 11 May 1994 ("I am writing in response to. 
"8 


24. Kathy Hudson, Ph.D., Office of the Assistant Secretary for Health, DHHS, to Wilhelmine Miller, 
ACHRE, 19 December 1994 (ACHRE Request 120594), 2. 

25. NIH Policy Manual 4017, “Review of Applications and Award of Grants Involving Human Subjects” 
(5 August 1994), 12-24 


651 


26. Ibid., 8-11, 21. 

27. Gary Ellis, Director, OPRR, to OPRR staff, 7 December 1993 ("Compliance Oversight Procedures”). 

28. D.A. Henderson to the Hon. John Glenn, | 1 May 1994, op. cit., 6. 

29. Kathy Hudson, Ph.D., Office of the Assistant Secretary for Health, to Donald Weightman, ACHRE, 
23 February 1995 ("ACHRE Request 020995-D), 2. 

30. Federal Policy for the Protection of Human Subjects, §__.109. (The provisions of the Common Rule 
are designated as"§__.000." The "___" indicates that these sections are codified within the regulations of various 
departments. Thus §__.107 of the Common Rule is codified for HHS at 45 CFR § 46.107.) 

31. OPRR Reports, "Subject: Continuing Review -- Institutional and Institutional Review Board 
Responsibility,” no. 95-01, January 10, 1995 (ACHRE No. DHHS-011795-A). 

32. Kathy Hudson, Office of the Assistant Secretary for Health, to Wilhelmine Miller, ACHRE, 17 
January 1995 ("Review of DHHS Human Subjects Protection Paper"), 7 of marked-up draft. 

33. Gary Ellis to OPRR Staff, 7 December 1993, op. cit., 4 

34. Kathy Hudson to Wilhelmine Miller, 17 January, 1995, op. cit. 

35. Ibid., 1-4. 

36. It should be noted here that 45 CFR §46.115(d) permits an IRB to waive the requirement for informed 
consent if, among other things, the IRB finds that the research involves no more than minimal risk to the subjects. 

37. Kathy Hudson, Ph.D., to Wilhelmine Miller, ACHRE, 19 December 1994, op.cit., 3. Prior to the 
Common Rule, DHHS issued a waiver from the provision of subpart B of the DHHS regulation (45 CFR 46) that 
prohibits research of greater than minimal risk on fetuses in order to approve a research project involving fetoscopy, 
a procedure promising substantial benefits. See Report of the Human Fetal Tissue Transplantation Research Panel, 
vol. 2, testimony of Dr. Ezra Davidson, December 1988, D83-85. 

38. Protecting Human Research Subjects, op.cit., 2.28-2.29. 

39. Ibid., 2-'9 

49. Sections 505(i), 507(d) and 520(g) of the Act, codified at 21 USC 355(i), 357(d) and 360(g). 

41. See endnote 4 of this chapter. 

42. Protecting Human Research Subjects, op.cit., 2-20 

43. Kathy Hudson to Wilhelmine Miller, 17 January 1995, op. cit., 2. 

44. Federal Policy for the Protection of Human Subjects (1991), 28,026. 

45. Kathy Hudson, Ph.D., to Wilhelmine Miller, 19 December 1994, op.cit., 2. 

46. Kathy Hudson, Ph.D., to Wilhelmine Miller, 17 January 1995, op.cit., 2 

47. FDA Compliance Program Guidance Manual, 13 February 1994, Transmittal 94-22, Attachment A, 3- 
4 (ACHRE No. DHHS-122694-A),. 

48. Institutional Review Boards, 21 CFR § 56.105 (1995). 

49. FDA Information Sheet, “Waiver of IRB Requirements," February 1989. 

50. Institutional Review Boards, 21 CFR § 56.121(d) (1995). 

51. 21 CFR § 56.120-121. 

52. Richard V. Aghababian, M.D.. President, American College of Emergency Physicians, "Statement 
Before the FDA/NIH Public Forum on Informed Consent in Clinical Research Conducted in Emergency 
Circumstances" (9 January 1995), 1-5. 

53. Protection of Human Subjects (21 CFR § 50.23) (1995). 

54. Federal Policy for the Protection of Human Subjects, §__.1 16(d) and Protecting Human Research 
Subjects, op.cit., 2-15. 

55. DOD response to ACHRE Request No. 112994-A, DRE 1.950103.001b, 10 January 1995 (ACHRE 
No. DOD-011095-A) and John M. Bachkosky, Office of the Director of Defense, Defense Research and 
Engineering, DOD, to Principal Deputy Assistant to the Secretary of Defense (Atomic Energy), 22 August 1994 
("Human Subjects Protection - Request from the White House Advisory Committee Staff"). 

56. 10 USC 980. 

57. Protection of Human Subjects, 45 CFR §46. 


652 


$8. John M. Bachkosky to Principal Deputy Assistant to the Secretary of Defense (Atomic Enei gy), 
op.cit., A-1. 

59. Joseph V. Osterman, Office of the Director of Defense Research and Engineering, to Principal 
Deputy, Assistant to the Secretary of Defense (Atomic Energy), 27 February 1995 (“White House Advisory 
Committee on Human Radiation Experiments”). 

60. Johr M. Bachkosky to Principal Deputy Assistant to the Secretary of Defense (Atomic Energy), 
op.cit., A-1 

61. Ibid., A-1, and Captain Jemionek, MSC, USN, to Ms. Miller, ACHRE, 10 January 1995 ("Listing of 
Principal Laboratories. . ."). 

62. John M. Bachkosky to Principal Deputy Assistant to the Secretary of Defense (Atomic Energy), 
op.cit., A-1. 

63. Joseph V. Osterman to Principal Deputy Assistant to the Ser retary of Defense (Atomic Energy), 
op.cit., 1. 

64. John M. Bachkosky to Principal Deputy Assistant to the Secretary of Defense (Atomic Energy), 
op.cit., A-1. 

65. DOD Response to ACHRE Request No. 112994-A, op.cit., A-10. 

66. Protection of Human Subjects in DOD-Supported Research, DOD Directive 3216.2 (7 January 1983). 

67. FDA and DOD, Memorandum of Understanding of May 1987 ("Concerning Investigational Use of 
Drugs, Antibiotics, Biologics, and Medical Devices by the Department of Defense"). 

68. Richard Pell, Jr., Deputy Chief of Staff, VA, to Jeffrey Kahn, ACHRE, 23 February 1995, ("As 
promised in my letter. . ."). 

69. Dennis B. Smith, M.D., as CMD for Research and Development to Chief of Staff, VA, 5 August 1994 
("Human Radiation Experiment,” attachment M) (ACHRE No. VA-080994-B). 

76. Richard Pell, Jr., to Jeffrey Kahn, ACHRE, op.cit., and Richard Pell, Jr., to Wilhelmine Miller, 
ACHRE, 19 January 1995 ("In response to your request. . ."), enclosure pages 9-10. 

71. Veterans Benefits, 38 USC § 7331 and § 7334 (1994). 

72. Dennis B. Smith, M.D., as CMD for Research and Development to Chief of Staff, VA, op. cit 

73. James L. Bernat, "The Veterans Affairs National Center for Clinical Ethics," Kennedy institute of 
Ethics Journal 2 (1993): 385-388. 

74. Dennis B. Smith, M.D., to Chief of Staff, VA, op. cit. 

75. Richard Pell, Jr., Deputy Chief of Staff, to Wilhelmine Miller, ACHRE, | February 1995, ("The 
enclosed list of information. . ."). 

76. Ibid. 

77. VA Manual, M-3, Part 1, Chapter 9, “Requirements For the Protection of Human Subjects” (30 
October 1992), 9-2--9-4. 

78. Dennis B. Smith, M.D., as CMD for Research and Development to Chief of Siaff, VA, op. cit., and 
Richard Pell, Jr., to Wilhelmine Miller, ACHRE, op. cit., enclosure page 10. 

79. Dennis Roth, Office of Research and Development, VA, oral communication to Wilhelmine Miller, 
ACHRE, 6 December 1994. 

80. ibid 

o:. Ibid 

82. DOE Database, Fiscal Year 1994, reported by David Saumweber, ACHRE, to Advisory Staff, 
ACHRE, 17 October 1994 ("DOE Currem Research") and oral communication by Susan Rose, Office of Health and 
Environmental Research, Office of Energy Research, DOE, to Wilhelmine Miller, ACHRE, !|3 January !99 

83. Susan L. Rose, Ph.D., Radon Manager, Health Effects and Life Sciences, Research Division, Office of 
Heaith and Environmental Research, Office of Energy Research, DOE, to Kathy Taylor, ACHRE, 31 August 1994 
("This is in response to questions. . ."). 

84. Ibid. 

85. Ibid. 


653 


86. Office of Health and Environmental Research, DOE, Protecting Human Subjects, vol. 2, issue |, 
(Spring 1994), 4, 8-9. 

87. Susan Rose, Office of Energy Research, DOE, to Wilhelmine Miller, ACHRE, oral communication, 
22 Mecember 1994. 

88. Subcommittee of the Health and Environmental Research Advisory Committee, DOE, Review of the 
Office of Health and Environmental Research Program: Protection of Human Research Subjects, May 1994. 

89. Ibid. 

90. Office of Health and Environmental Research, Office of Energy Research, DOE, Progress Report: 
Protecting Human Research Subjects, November 1994, A2. 

91. Susan L. Rose, Ph.D., Health Effects and Life Sciences Research Division, Office of Health and 
Environmental Research, Office of Energy Research, DOE, to Wilhelmine Miller, ACHRE, |3 December 1994, 
("Enclosed are my responses. . ."). 

92. Subcommittee of the Health and Environmental Research Advisory Committee, DOE, op.cit., 13-15. 

93. Office of Health and Environmental Research, Office of Energy Research, DOE, op.cit.. 

94. Janis H. Stoklosa, Ph.D., NASA, to Donald Weightman, ACHRE, 7 November 1994 ("With reference 
to the Advisory Committee. . ."). 

95. Protection of Human Research Subjects, NMI 7100.8A, effective. date Nov. 18, 1986. 

96. DRAFT: Protection of Human Research Subjects, NMI 7100.8B. 

97. The NASA Bioethics Task Force consists of six members representing professional expertise in 
medica! and behavioral research, bioethics, and health policy. Sara Chandros, ACHRE, to Jeff Kahn, ACHRE, 2 
August 1994 (NASA Ethics Task Force Notes). 

98. Human Research Policy and Procedures for Space Flight and Related Investigations, JSC-20483, 
Revision A, NASA, LBJ Space Center, February 1993, 1. 

99. Janis H. Stoklosa to Donald Weightman, op. cit. 

100. Human Research Policy and Procedure for Space Flight and Related Investigations, op. cit., 3-4 

101. Human Research Policy and Procedures, NMI 7100.8, 2 February 1972. 

102. Protection of Human Research Subjects, NMI 7100.8A, 18 November 1986. 

103. DRAFT: Protection of Human Research Subjects, NMI 7100.8B, op. cit., 2. 

104. Ibid., 9-10. 

105. Inspector General's Staff, CLA, meeting with Gary Stern, ACHRE, notes from meeting of 7 March 
1994. 

106. CIA Headquarters Regulation 7-1a (6\(c), revised 23 December 1987, 8. 

107. Inspector General's Staff, CIA, to Gary Stern, op. cit. 

108. L. W. Magnuson, M.D., Chairman, Human Research Panel, CIA, to Gary Stern, ACHRE, 5 January 
1995, (Questions - Advisory Committee on Human Radiation Experiments). 

109. Ibid. 

110. Ibid. 

111. Ibid., 5. 

112. Central Intelligence Agency Inspector General Report of Investigation: Agency Human Subject 
Research, April 26, 1995), 1. 

113. As of the date of this report, we were unable to obtain complete information on original classification 
authority from the Departments of Agriculture, Commerce, Education; Housing and Urban Development; and the 
Consumer Product Safety Commission. 


654 


4 


RESEARCH PROPOSAL REVIEW PROJECT 


The purpose of the Research Proposal Review Project (RPRP) was to evaluate the extent to which 
the rights and interests of current subjects of research conducted or supported by the federal government 
appeared to be adequately protected, and to compare the subject protections provided afforded participants 
in radiation research with those in non-radiation research. In order to perform its review, the Advisory 
Committee coliected grant applications and other relevant information (such as IRB applications) from five 
federal agencies and 47 grantee institutions. These proposals were categorized according to the use of 
ionizing radiation, viomedical category, type of disease studied, federal agency, and funding type 
(intramural or extramurai). 

Proposal niaterials were reviewed by a subset of Committee members and staff, including persons 
with technical radiation risk expertise, medicai expertise, and knowledge of the appropriate standards for 
informed consent and selection of human subjects. The proposal materials were evaluated in order to 
determine whether risks and benefits, informed consent procedures, and the selection of subjects appeared to 
be appropriate. In addition, reviewers analyzed the documentation provided in order to discern whether 
research proposals and other macerials available to IRBs provided sufficient information to make 
judgements about the protection of human subjects. 

The findings and conclusions of the RPRP are summarized in chapter 15 of the fina! report. This 
chapter provides more detailed information on one aspect of the RPRP--an exploration of whether there was 
any apparent relationship between biomedical categories, medical condition studied, or type of funding 
(intramural or extramural) and the extent to which the documents suggested the interests of human subjects 
were being protected. Reviewers’ overall impressions of the extent to which these interests appeared to be 
protected were summarized on a | to 5 scale, where | was taken to indicate no ethical concerns and 5 was 
taken to indicate serious ethical concerns. 


Biomedical Categories 
The documents reviewed by the Advisory Committee came from four kinds of research projects: 
diagnostic studies; therapeutic studies; tracer or biodistribution studies; and epidemiological or opportunistic 


studies. As expected, a higher proportion of studies whose documents raised concerns were found among 
therapeutic studies, almost all of which (41 out of 43) were rated as involving more than minimal risk. 
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Proposals whose documents received ratings of 4 or 5 were found among all biomedical categories 
except for those classified as epidemiological or opportunistic. Most of the concerns, however, were found 
in tracer/biodistribution and therapeutic categories. Of the 28 tracer/biodistribution studies, 4 had 
documents that received ratings of 4 or 5S, while 8 received ratings of 3. Of the 44 therapeutic studies, | | 
received a rating of 4 or 5, and 6 received a rating of 3. That a higher proportion of studies in these 
categories had documents that received ratings of 4 or S may be attributed to the fact that all but two of 
these studies exposed subjects to more than minimal risks. Figure | shows the breakdown of overall ratings 
for each biomedical category. 


Medical Condition Studied 


Studies were also classified into one of three main categories of medical research: "cancer," 
"cardiology," and “neither cancer nor cardiology." Reviewers found, however, that 31 percent (20/64) of the 
proposals in the "neither" category were actually examples of neuroscience research. As shown in Figure 2, 
the 17 proposals whose documents received overall ratings of 4 or 5 came primarily from the categories of 
cancer and neuroscience research. Both the cancer and the neuroscience studies were more likely than 
studies in cardiology or other areas of research to appear to piace subjects at greater than minimal risk. 

Cancer research was disproportionately represented (13/18) in proposals whose documents received 
overall scores of 4 or 5, as compared with their representation in the overall sample (45/125). Notably, 
almost all of the cancer projects we reviewed (43/45) involved greater than minimal risk. Of the 43 cancer 
studies involving greater than minimal risk, 13 received ratings of 4 or 5, while 6 received ratings of 3. 


Twenty of the proposals in the total sample were considered neuroscience studies. From this group, 
4 studies received a rating of 4 or 5, and 4 studies received a 3; all 8 of these studies involved greater than 
minimal risk. 


Funding Type (Intramural vs. Extramural) 
As shown in figure 3, of the 78 intramural projects reviewed in the total sample, 12 received ratings 
of 4 or 5, and 16 were rated as 3. Of the 47 extramural projects reviewed, 6 received ratings of 4 or 5, and 


6 were rated as 3. The proportion of greater than minimal risk studies was identical in both extramural and 
intramural proposais. 
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Figure 2 
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Exhibit A-RPRP Proposal Review Form 


Advisory Comemttee on Human Recketion Expenments 
Research Proposs! Rewew Proyect 


PROPOSAL REVIEW FORM 


ACHRE Protecol No. Pewaewer NO 
Oste sent: Dere compieted 


Please enswer each question with an X~ in the sppropnists box 


| EVALUATION OF RESEARCH DOCUMENTS 


~ -—-- ------- 


; 


1. Which research documents are included in this review? =—«_s Fuld 

WB Application 
| | RDRC Appiicstion | 
| | Other 


2. How adequetely is eech of the followng topics diacussed? 


a. Purpose of the Study Adequetely 
_. Partially 


4 Experimental Procedures ¢.9.. only those parts of the protocol thet are experimental 
Adequatety 
Partisty 
inedequetety 
N/A 


199 


i Recrunment Process 


au 


4. Who ere the proposed subjects’ 


Are any of ths following grouos inehuded o aachuded from permapetion in this study’ 


é. Adutt Women You -inctuded 


G& /( 


799 


Children (< = 18) Yes--included 
Yee--Exciuded 
Not Specified 


Adult Persons of Questionable Competence Yes--included 
Yes--Excluded 
_ Not Specified 


institutionalized Persons . Yes--included 
|. Yes--Excluded | 
‘| J Not Specified | 
j 


Elderly (>=65) _ Yes-Inchuded - 


Hospitalized patients |) Yee--included | 
'(]) Veo--Exctuded 
Ce Specified 
Hii but not hospitalized patients |_| Yes~Included | 
|] Vee--Exctuded | 
_ Not Specified 


ble ® 


a, Healthy persons (“normais*} Yes--included 


Yes--Excluded | 
Not Specified 
o. Economically disadvantaged Yes--included 
Yes--Excluded | 
Not Specified — 
Pp. Racial/ethnic minority Yes--Iincluded ; ; 
. Yes--Exctuded | 
\_; Not Specified | 
Sve ate 
q. Other ||_) Yes--included | 
| (2 Ves--Exctuded | 
| LJ Not Specified | 
i 
if Other, specify: 
Comments: 


6. in studies that involve children or adults of questionable competence, how edequately do 
the documents describe: 

a. Limitations to subject capacity (e.g., severity of iliness as affecting petient 
understending) | __ Adequately 


@ 
b. Procedures ir cianng authorization from other perties according to current 
standerds? uJ Adequately , 
(OC) Pertiotty | 
|| | inedequetely 
" WA | 


Comments: 


£99 


12. in the rewewer's judgment, is the study worth doing im terms of scientific merit? 
Yes 


13. ie there evidence that revisions were made to the methodology or research design that were 
epproved by the IRS after the [RB's initia! approve of the study? 


Yee 
No ' 
Canact tel 


if yes. comment on the nature of these changes: 


14. = Are subjects being exposed to greater than minimal risk in this study? "ves 

‘| Maybe 
is 
| 


18. If the risk may be greater than minimal, is the risk offset by the potential benefit to the 
subject? 


16. In the reviewer's judgment, how edequete ere the procedures for soliciting consent in terms 
of: 


Les 


a. assuring voluntary decisions on the part of potential subjects? 


b assuring informed decisions on the pert of potential subjects? 


Comments: 


v99 


ACHRE Protocol No. Reviewer No. 


i! CONSENT FORM(S} EVALUATION 


17. is there evidence that the consent form wes revised (i.e.. ia there a difference between the 
consent form es submitted to the IRB and the consent form that wes epproved)? 


Yea--consent form ‘ves revised 
No--both consent forms ere the seme 
Don't know (only the epproved consent form wes received) 


18. is there ewidence thet revisions were made to the conset form over time that were approved 
by the IRB after the (RB's initial approval of the study? 


Yee 
No 
Cennot tell 


if yes, comment on the nature of these changes: 


19. _ How intelligibie/appropriate is the reading level of the form for proposed subject population? 


ti 


20. _If the study involves children who are old enough to read, is an assent form included in the 
IRB materieis? — Yes) 


| No 
1;-- 
NIA. 


21. How adequately does the consent form address each of the following topics? 


Ow 


Purpose of the Study  Adequately 
Partially 


inadequately 
N/A 


Procedures for Eligibility Screening §§ Adequetely 


Partially | 
inadequately 
NIA 
Rendomizetion ‘(| Adequately | 
z ’ | 
— Inadequately” 
||" WA 


| WA 


Potential Benefits to Subjects (if there ere no benefits to subjects but the consent 
form makes that cleer, then check ‘Adequately’) || Adequately 


Potential Contribution to Science TT adequately 


h. Balance of Risks to Potential Benefits Adequetety Wf yas, please describe: 
Partiaity 
inedaquetely 
N/A 
x j 23. Within the category/topic of risks and additions! resesrch burdens, how edequetety is each 
i. Alternatives to Partycipation Adequetety of the following issues eddressed: 
Porticity ! a. Physical Risks of Eligibility Screening Procedures = Adequatety 
Inedequetety Partially 
WA } a 
| Cost to the Subject _| Adequacely | on . 
 Pantitiy b. Physical Risks of Experimental T (Procedure | Adequataly 
| inedequatety - , 
i) : ||. (adequately - 
ae om. LS MIA : 
k Centidentiality — Adequatety WS oe 
Pertialty c Prrysical Risks of Non-experimental Trestment/Procedure § Adequately 
_» inadequately Perity 
a _ WA | _ inadequately 
a Ra. Te _ WA : 
i Votuntanness ci Peticipation  Avequetety = I 
Pardes d Physical Risks of Nor- Treatment (i.e, Weshout or Placebo) — Adequataly 
‘LI imadeqatety | \_ Pertiaty | 
1 inadequately 
a Le ‘ie 
m Recruitment Process § Adwquetely an . ' 
|) Partialty 3 “ Physical Discomfort/Pain — Adequetely 
| om “Inetequatety 
| | iA 
Comments —— J 
t inconveniences || Adequetely 
‘ _ Partially | 
22. Does the consent form distinguish between the potenti! for direct benefits to subjects and —" 
benefits to modica! science? Yea \_ NIA 
| Mo~but it ought to aoe ) 
No--beceuse there ere no direct barefits to the subjects | 
665 


24 is there any information nt e research documents that ought to appear in the consent 9. Psychosocis! Risks Adequate 


formis) but goes net? Vee 
No 
insdequatety 
N/A 
NIA 


if yes, please describe: 


25. if thes study involves randomizetion between en expenmental end @ standard procedure. Comments: 
how adequate is the drecussion of the nes of the expenmenis! treatment /procedure(s) relative to ; 
the risks of the stendard procedure (if # placebo is involved, check N/A’)? 


Adequate 
Partial 
inedequete 
N/A 


999 


(gob 


£99 


ACHRE Protcco!l No. Rewewer No 


it REVIEWER'S SUBJECTIVE EVALUATION 


26. On « scale from ! to 5, where 1 «= Ettically Acceptable end 5 = Ethically Unecceptebdie, 
please ‘ete (ne ethics of thee res@arch project a8 escerieinedie from the documents evetiebie [0 you 


ee?f wn 


27. ia there anything not siready mentioned evout the reseerch thet reses ethical concerns? 
. Ves 


if 80, please describe: 


GG7 


5 
SUL” CT INTERVIEW STUDY 


This chapter provides supplemental materials and data relating to Part Ill, chapter 16 of the final 
report, the Subject Interview Study (SIS). The first part of the chapter provides a description of the 
detailed methodology of the Brief Survey and materials related to it, including the interview instrument, 
the generic consent form, and relevant research forms. The second part provides a description of the 
detailed methodology of the In-Depth Interview and materials related to it, including the interview guide 
instrument, the generic consent form, coding manual, and data entry manual. The third part provides a 
listing of individuals besides members of the Advisory Committee and staff who contributed to this 
project, including local investigators who served as liaisons at each institution; project consultants who 
reviewed drafts of the instrument and the SIS chapter; and expert panelists who helped to determine the 
level of risk associated with research projects in which respondents were enrolled. Exhibits at the end of 
the chapter reproduce the actual forms that were used in the SIS. 

This study was approved by the Office of Management and Budget (Control number: 1910-0071) 
and by the Institutional Review Boards (IRBs) at each of the 16 institutions at which interviews were 
conducted and the 2 institutions at which focus groups and pilot testing were conducted. 


BRIEF SURVEY 


Detailed Methodology 
Instrument Development and Pilot Testing 


Once the Advisory Committee had identified the general areas to be covered in the SIS, staff and 
consultants developed a preliminary study design and sample questions for the Brief Survey. These were 
tested in a series of focus groups at two institutions that were not otherwise part of the SIS sample (the 
University of North Carolina at Chapel Hill and Georgetown University). Staff at Research Triangle 
Institute (RTI), a non-profit research company hired to assist with the SIS, drafted a formal survey 
instrument. The Advisory Committee, staff, and consultants revised the instrument, which was pilot 
tesied at the same two institutions and further refined based on these pilot data. The Brief Survey 
instrument consisted predominantely of closed-ended items and was designed to take 5 to 10 minutes to 
complete. Exhibits A and B at the end of this chapter are reproductions of the final survey instrument in 
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English and Spanish. 
Interviewers 


Interviewers hired by RTI participated in a two-day training session during which they observed 
and practiced conducting interviews, received training in interview techniques’, met with site 
coordinators, and reviewed methods of oversight and quality assurance. Interviewers who could not 
attend this session were trained by the site coordinators, who also provided updates and further training to 
all interviewers prior to beginning interviews. 


Sample Selection 


Advisory Committee staff and consultants set a target of 50 interviews for each clinic at each 
institution. Site coordinators visited the institution the week prior to data collection to get a sense of the 
number and demographic characteristics of patients who might be seen in relevant clinics over the course 
of a week. Site coordinators then developed a systematic method for approaching patients in a manner 
that reflected the demographics of each particular clinic. Interviewers were instructed in this sampling 
method, and a Patient Register was kept in each clinic to record all acceptances and refusals of 
participation in the SIS (see Exhibit C). 


Clinic Procedures 


Patients willing to participate in the Brief Survey completed a written informed consent process. 
Each institution was provided with a generic consent form that it could modify to satisfy institutional 
requirements. Exhibit D reproduces the language from this generic form. Following the Brief Survey, 
patients who reported that they were or had been research participants and who were willing to be 
contacted for an In-Depth Interview completed a Contact Sheet (Exhibit E). An Incentive Receipt 
(Exhibit F) was completed for each patient who completed the Brief Survey. 


Data Collection and Processing 


Detailed descriptions of data handling are provided in RTI's final work plan available with the 
federal records of the Advisory Committee. Briefly, each patient was assigned a unique identification 
number that was used on all project-related forms. Brief Surveys were recorded on multipage, no carbon 
required forms so that site coordinators could retain a copy until the originals were received and reviewed 
for completeness at RTI, at which time the copies were forwarded. Data were double-keyed and entered 
by RTI, which prepared initial frequencies and descriptive statistics and then forwarded the data to the 
Advisory Committee in electronic format for further analysis. 


Quality Assurance 
On-Site Observations 


To ensure that SIS Brief Surveys were conducted in an appropriate and professional manner, 
Advisory Committee staff visited several institutions to observe the survey administration process. Staff 
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was trained to focus on the following: 


. The clinic atmosphere; 

° Clarity of the explanation of the Brief Survey to potential participants; 

° Manner in which patients were recruited to participate; 

° Process of obtaining informed consent; 

° Privacy of the interviewing process; and 

° Relationship among the RTI interviewers, the clinic staff, and the clinic patients. 


Advisory Committee staff observed interviews at seven institutions in four cities: 


° Ann Arbor (Ann Arbor Veterans Affairs Medical Center and St. Joseph's Hospital); 

° Dallas/San Antonio (Dallas Veterans Affairs Medical Center and Wilford Hall Air Force Medical 
Center); 

° Durham/Raleigh (Durham Veterans Affairs Medical Center); and 

° Seattle/Tacoma (Madigan Army Medical Center and Swedish Hospital). 


Advisory Committee staff generally found that the interviews were conducted well. In a few 
instances, staff were able to identify ways to improve the process, and these ideas were communicated to 
RTI. 


Phone Surveys 


Advisory Committee staff also conducted "quality control" phone calls to a random sample of 
patients who participated in the Brief Survey and agreed to be contacted again for the In-Depth Interview. 
At least 10 such patients from each geographic site were contacted by phone for a short interview 
(roughly 3-5 minutes long) about their experiences with the Brief Survey. The patients were asked how 
they were recruited to participate in the survey, how the survey was explained, how satisfied they were 
with this explanation, how comfortable they felt with their interviewer, whether they received $5 for 
participating in the survey, and whether they had any suggestions on ways to improve administration of 
the survey (see Exhibit G). 


The results of the phone interviews were very positive. Of over 50 patients contacted, all 
reported that their general experience with the survey was good. After a few commented that the Brief 
Survey took a little longer than they expected, Advisory Committee staff asked RTI to include a more 
realistic time projection when explaining the Brief Survey to potential participants. 


Determination and Verification of Research Participation 


A research nurse on the Advisory Committee staff met with each site coordinator to develop an 
institution-specific method for determining whether there was any evidence that a patient who completed 
the Brief Survey was a research participant. The sources of data checked at institutions included medical 
and research records, a hospital computer, a research computer, research office records, and investigators’ 
records. Site coordinators were trained to perform this procedure and record it on the Hospital/Clinic 
Records Data sheets (see Exhibit H). 


67\ 


Supplemental Volume | 


It became apparent that in some cases there were discrepancies between patients’ reports about 
being research participants and the information obtained from institutional records by trained abstractors. 
When these discrepancies emerged, health professionals on the Advisory Committee staff (a physician 
and a research nurse) visited each institution to review records in order to try to resolve these 
discrepancies (see Exhibit 1). 


Assessment of Risk 


As described in chapter 16 of the final report, Advisory Committee staff requested copies of a 
blank consent form for each of the research projects in which patients who completed the Brief Survey 
were enrolled. A panel of experts was then convened to characterize each of the consent forms received 
using the form reproduced in Exhibit J at the end of this chapter. 


Field Data Collection Response Rates 
Table | includes the response rates for the Brief Survey according to city. That is, the number of 


hospitals and clinics in each city, the number of surveys actually completed, and the estimated response 
rates. See chapter 16 in the final report for additional explanation. 


Table 1--SIS Brief Survey Interview Response Rates” 


| Number of Number of Number of 

i Hospitals Clinics — Questionnaires — 
Ann Arbor 3 9 288 97.4 
Baltimore- 5 14 539 99.] 
Washington 
Dallas-San 3 y 442 99.8 
Antonio 
Durham-Raleigh 3 8 402 97.1 
Seattle-Tacoma 2 5 211 72.6 
TOTAL 16 45 1882 94.7 


Description of Brief Survey Data Analysis 


RTI double-entered the data and produced univariate and some bivariate tabulations using SAS 
statistical software. Advisory Committee staff ran logistic regression models using the Egret statistical 
software package. All further analyses were performed using JMP software (SAS Institute) on an Apple 
Macintosh Quadra 700 computer. 

Most analyses consisted of univariate summaries or bivariate cross-tabulations. Logistic 
regression results are reported not as odds ratios, but as "elasticities"--that is, the absolute change in the 
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baseline percentages that were associated with a unit change in the reported risk factor. These were 
obtained by multiplying the baseline odds by a risk factor's odds ratio, and then converting all odds to 
absolute risks. This style of reporting was used in order to make the results interpretable to readers not 
familiar with logistic regression and odds ratios. 

Figure | illustrates the numbers for each stage of the process of analyzing research participation. 
As part of the Brief Survey, patients were asked whether they thought they had ever been involved in 
medical research. RTI personnel conducted a preliminary review to find evidence of research 
participation. Advisory Committee staff conducted a second, more detailed review of "discordant" 
respondents (i.e., those where self-reported involvement and medical records differed). The corrected 
totals shown in the figure reflect the revision, after the Advisory Committee staff review. 


Figure 1--Analysis of Discordance 
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IN-DEPTH INTERVIEW 
Detailed Methodology 
Instrument Development and Pilot Testing 


The instrument used in the In-Depth Interview was a semistructured “topic guide” that addressed 
the four SIS domains: general beliefs and attitudes about research; personal experiences with and 
understanding of research; reasons for participating; and voluntariness of participation. Drawing on 
findings from the literature, a draft instrument guide was developed and refined, based on findings from 
focus groups conducted at the University of North Carolina at Chapel Hill and Georgetown University 
and on later pilot testing at the same institutions. Exhibit K at the end of the chapter reproduces this 
instrument, the In-Depth Interview Guide, in its final form. 


Interviewers 


Interviewers participated in a one-day training session consisting of an overview of the study 
domains; a review of techniques of semistructured, qualitative interviewing; a demonstration interview; 
an introduction to the coding process; and a review of field procedures and record keeping. As a follow- 
up to the training, interviewers conducted supervised, role-playing interviews. There were 13 
interviewers, including one who spoke Spanish. SIS staff also provided feedback to these interviewers 
regarding technique and use of the interview guide based on transcripts of the initial transcripts. 


Sample Selection 


A sample size of 100 respondents was the target for the In-Depth Interview component of the 
SIS. Patients were eligible for the In-Depth Interview if (1) during the Brief Survey, they reported that 
they currently or formerly had been in biomedical research, and (2) if they consented to be contacted for a 
longer, follow-up interview. Interviewers for the Brief Survey completed a Contact Sheet for all eligible 
respondents, including basic demographic information, whether the respondent reported being a current 
vs. former research participant, and contact information (see Exhibit BE). 

Every effort was made to select a balanced sample of participants in terms of demographic 
characteristics, geographic areas, and institutions. Individuals who reported current involvement in 
research generally received priority for recruitment, although this preference was waived in instances in 
which the inclusion of a former research participant provided a better sociodemographic balance to the 
overall sample. At some clinics, no or few patients interviewed in the Brief Survey reported current 
research participation. In these instances, former research participants were designated as the candidate 
respondents. 


Data Collection and Processing 
As soon as Contact Sheets were received by site coordinators, a pool of priority candidate 
respondents was selected for each geographic area and institution. The interviewer assigned to each 


location received Contact Sheets of potential participants and scheduled six to ten interviews from the list 
prior to departing for his or her assignment. Interviewers arranged for the interview to occur at a place 
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convenient for the respondent, including clinic waiting rooms, treatment rooms, and respondents’ homes. 
All interviews in Ann Arbor, Seattle, Dallas/San Antonio were completed over the course of a week-long 
visit to each of the cities. Interviews in Durham/Raleigh and Baltimore/Washington were completed by 
local interviewers over the entire data collection period, which spanned approximately one month. 

Before the actual interview began, interviewers obtained respondents’ written consent to 
participate. As for the Brief Survey, each institution was provided with a generic consent form which it 
could adopt to meet institutional requirements. The generic form is found in Exhibit L. All interviews 
were tape-recorded, but interviewers often also took notes to assist them in conducting a thorough 
interview. At the end of the interview, respondents were compensated $25 for their time. Although a 
Spanish-speaking interviewer was available, all respondents spoke English and all interviews were 
conducted in English. Upon completion of the interviews, interviewers completed an Interviewer 
Comments Form and an Inierviewer Analysis Form noting preliminary coding and analysis issues, 
logistical considerations, and suggestions (see Exhibits M and N). Interviewers either express-mailed or 
hand-delivered completed audiotapes and forms to the central data processing location for transcription. 
Completed transcripts were double-spaced and formatted for coding. Tapes and transcripts were labelled 
only with participants’ identification numbers and never with their names. Transcripts were checked for 
quality and completeness. 

A total of 103 In-Depth Interviews were completed and recorded, representing 14 of the 16 
institutions included in the SIS sample. (Because of time constraints, no interviews were conducted at the 
University of Michigan Medical Center and the Baltimore VA Medical Center.) The final sample eligible 
for analysis totalled 99 interviews. Four interviews were excluded: one audio tape was of such poor 
quality that it could not be transcribed, and three respondents stated clearly during the interview that they 
had never participated in research. 


In-Depth Interview Response Rates 


Table 2 presents the number of potential candidates who were actually contacted, and 
finally interviewed, as part of the SIS In-Depth Interview. 


Table 2--SIS In-Depth Interview Response Rates 


City Number of Number of Net Response Rate 
Candidates Interviews (percent) 
Ann Arbor 15 11 73.3 
Baltimore-Washington 40 29 : 72.5 
Dallas-San Antonio | 30 19 : 63.3 
Durham-Raleigh 41 25 61.0 
Seattle-Tacoma 19 19 | 100.6 
TOTAL i 145 103 71.0 
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Description of In-Depth Interview Data Analysis 


Interview transcripts underwent two levels of analysis: analysis of content (including the 
development of codes and the reading of interviews in their entirety), and analysis of the beliefs about 
research participation. 


Interview Coding and Analysis 


Based on a reading of the pilot interview transcripts, the coding team developed a preliminary set 
of codes--that is, themes or topic areas that recurred throughout the interviews. This set of codes 
subsequently was expanded to include (1) the four original analytic domains of the SIS; (2) additional 
topics of interest to the Advisory Committee; and (3) further issues and concepts significant to 
respondents themselves, as identified in the transcripts. A total of 12 broad codes comprised the final set 
of codes (see Exhibit O). 

Of the 13 total interviewers, six also served as coders for the In-Depth Interviews (that is, 
highlighted and labeled portions of interview transcripts that corresponded to one of the |2 analysis 
codes). All coders received 1.5 days of training, including a briefing on the meaning of the individual 
codes, an exercise to practice coding, and an overview of the mechanics of the coding process. To ensure 
reliability between coders, each member of the coding team coded two transcripts individually and then 
met to compare their coding decisions. After training, coders received randomly assigned transcripts for 
coding, and selected transcripts were reviewed to evaluate coding efforts and provide further guidance to 
the coders. 

After coding and review, coded text segments were entered in an ASCII file using TALLY 
qualitative analysis software and data entry was reviewed for accuracy (see Exhibit P). It was originally 
thought that analysis would consist of the evaluation of text segments associated with each of the 12 
codes, as generated by TALLY qualitative analysis software. However, upon reading through the initial 
set of text excerpts, the reviewers agreed that reading transcripts in their entirety, with the 12 codes in 
mind, would provide a more thorough sense of the context in which remarks were made. 


Review of All Transcripts 


The 99 transcripts available for analysis were sorted into two groups: those whose self-reported 
research participation was verified by medical and research records review, and those whose self-reported 
participation was not verified by records review. For the latter group, respondents were considered to be 
"verified" or “accurate” if they (1) demonstrated reasonable knowledge of the design and purpose of a 
particular project; (2) identified and reasonably described research at a different institution from the one 
in which they were recruited for the SIS; or (3) described convincing research experiences from the 
distant past. A total of 90 research participants were verified, while "discordant" cases numbered 9. 

Three persons comprised the analysis team, two of whom had also been interviewers. To 
preserve a sense of the data set as a whole, one member of the analysis team read all 99 transcribed 
interviews eligible for analysis. To complement this broad knowledge of the database, the person who 
had read ail of the interviews and two other analysis team metnbers each read and served as primary 
reviewer for one-third of the transcripts. Having each member of the analysis team read transcripts 
provided additional context for the later analysis of specific excerpts of coded text. This analysis team 
conferred twice to discuss its findings with respect to the 12 codes, as well as overall impressions and 
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potential policy implications. Their review agenda included the following questions: 


° What issues and experiences were most salient to respondents? 


What was the relative frequency with which particular remarks, experiences, or beliefs occurred? 
What discrepancies or concordances did the three reviewers find in their own reading of the 


transcripts? 


What conclusions could be drawn about each of the 12 analysis codes (topic areas)? 


ADDITIONAL AFFILIATED PROFESSIONAL INVOLVEMENT 


List of Institutional Investigators 


The following individuals served as local investigators at institutions selected for the SIS: 


[nstitution 

Ann Arbor Veterans Affairs Medical Center 

Baltimore Veterans Affairs Medical Center 

Baylor University Medical Center* 

Clinical Center of the National Institutes of Health 

Dallas Veterans Affairs Medical Center 

Duke University Medical Center 

Durham Veterans Affairs Medical Center 

Greater Baltimore Medical Center 

Madigan Army Medical Center 

Parkland Memorial Hospital and University of Texas 
Southwestern Medical Center at Dallas 

Rex Hospital 

Seattle Veterans Affairs Medical Center* 

St. Joseph's Hospital 

Swedish Hospital 

The Johns Hopkins Hospital 

University of Washington Health Sciences Center* 

University of Michigan Medical Center 

Walter Reed Army Medical Center 

Wilford Hall Air Force Medical Center 


* Interviews were not conducted at these institutions. 


Local Investigator 
Roger Grekin, M.D. 


Sandra Marshall, M.D. 

Cara East, M.D. 

Nancy Kass, Sc.D. 

Khalad Alekhteyar, M.D. 
Eric Winer, M.D. 

Kenneth Morris, M.D. 

Gary |. Cohen, M.D. 

LTC Kenneth Bertram, M.D. 


Eli Glatstein, M.D. 

William Berry, M.D. 
Anthony Back, M.D. 

Phillip Stella, M.D. 

Saul E. Rivkin, M.D. 

John H. Fetting, M.D. 
Thomas Griffin, M.D. 
Susan Dorr Goold, M.D. 
Col Robert Mays, M.S. 

Col Ernest H. Oertli, D.V.M. 


Project Consultants 


In designing the SIS, Advisory Committee members and staff met with specialists in medical 
oncology, radiation oncology, and cardiology at major research institutions across the country (Harvard 
University, Johns Hopkins University, Seattle VA Medical Center, University of California at San 
Francisco, University of Washington, and Washington University). Information from these meetings 
helped to identify relevant domains for investigation and shaped the structure of the SIS. 
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Supplemental Volume 1 


Four consultants were also engaged to comment on (1) RTI's Work Plan, (2) the survey 
instruments and the analytic plan, and (3) a draft of the chapter 16 of the Advisory Committee's final 
report. These individuals are listed below: 


Bradford Gray, Ph.D. 
Yale University 


Charles Lidz, Ph.D. 
University of Pittsburgh 


Betty Levin, Ph.D. 
Brooklyn College 


Bernard Lo, M.D. 
University of California at San Francisco 


Expert Panel to Characterize Research Projects 


Finally, the following individuals served as members of an expert panel to characterize the research 
projects that were included in the SIS sample: 


Nancy L. Bartlett, M.D. 

Assistant Professor of Medicine 
Barnard Cancer Center 

Washington University Medical Center 


Peter Glassman, M.D. 

Staff Physician 

Dept. of General Internal Medicine 
Los Angeles VA Medical Center 


Perry Grigsby, M.D. 
Professor of Radiation Oncology 
Washington University Medical Center 


Steve Larsen, M.D. 
Chief of Nuclear Medicine 
Memorial Sloan Kettering Hospital 


Gail Povar, M.D. 

Clinical Professor of Medicine and Health Care 
Sciences 

George Washington University 


Richard Stein, M.D. 

Chief of Cardiology 

Health Science Center 

State University of New York at Brooklyn 


Jeremy Sugarman, M.D., M.P.H., M.A. 
Senior Policy and Research Analyst 
Advisory Committee on Human Radiation 
Experiments 


Robert K. Zeman, M.D. 

Professor and Clinical Director of Diagnostic 
Radiology 

Georgetown University Medical Center 
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ENDNOTES 


|. A variety of materials were used in this training session conducted by RTI. See: Center for Survey Research, 
Field Interviewers General Manual. Research Triangle Institute, Research Triangle Park, NC: 1993. 


2. Response rate calculations were based on the first 1845 questionnaires obtained. 
3. Dr. Kass, a member of the Advisory Committee staff, served as principal investigator for the Clinical Center. 


Local support was provided by Laura Lee, R.N., as well as Greg Curt, M.D. (National Cancer Institute) and Harry 
Keiser, M.D. (National Heart, Lung, and Blood Institute). 
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Brief Survey: 


a= TOmMOOW > 


EXHIBITS 


Instrument (English) 

Instrument (Spanish) 

Patient Register 

Generic Consent Form (Brief Survey) 
Contact Sheet 

Incentive Receipt 

Quality Assurance Interview 
Hospital/Ciinics Records Data 
Analysis of Discordant Responses 
Characterization Data Sheet 


In-Depth Interview: 


. 


mOZED 


In-Depth Interview Guide 

Generic Consent Form (In-Depth Interview) 
Interviewer Comment Form 

Interviewer Analysis Form 

Coding Form 

Data-Entry Manual 


EXHIBIT A 


SUBJECT INTERVIEW STUDY 


(Project #6106) 


BRIEF SURVEY 


For 
The Advisory Committee on Human 
Radiation Experiments (ACHR F) 
By 


Research Triangle Institute (RTI) 
Research Triangle Park, NC 27709 


[ID# LABEL 
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SECTION A. ATTITUDES TOWARD MEDICAL RESEARCH 


As you might recall, in this interview we are interested in your attitudes about, and 
experiences with, research involving human participants. By this we mean medical research 
done by doctors and other medical scientists in which people, not animals, are the participants 
or research subjects. 


Al. First, I'd like to start by asking you several questions to find out your opinions about 
medical research involving people, conducted in the U.S. today. We are looking for 
your opinions. There are no right or wrong answers here ---- we're just looking for 
your opinion. 


SHOWCARD A 


Ala. If you were to describe your general attitude towards medical research 
involving people, would you say it is very favorable, somewhat favorable, 
neither favorable nor unfavorable, somewhat unfavorable, or very unfavorable? 


CT SE kikecencacrechecocesenes 01 
BURGE WEHAS FAVOURABLE 2. cc ccccccccccccces 02 
NEITHER FAVORABLE NOR UNFAVORABLE ... . 03 
SOMEWHAT UNFAVORABLE ................ ond 
. & . .. . Per 05 
SP SEY Cc ec ecceeuencendbeneés 07 
SHOWCARD B 
Alb. How often do you think medical research involving people helps to advance 
science? 
- Perr rre, TrTre CULT rier ee 01 
EEE 6-060 060660500 000606 dodbeceeneees 02 
DE 006 6b0b006008s cedeesecseseeee 03 
| | PTS rerTerrer rr ierrre reer 04 
PEP rerrrrererrecrerirriire 05 
OUEIET SEE bocce cbedecdecccocceee 07 


EPPO PerEPeCerrreereerrrrerrrrre 01 

PPP rTrrerrreererr reer rire 02 

PEE. occ cccccccseecescecescocceces 03 

TS PPPOE PErrinererrererrirri eee O44 

8 \ | PPP Teererereeecererererrerrreree 05 

GOUT © EUEPEY ccc eeecescccssccccess 07 
l 
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Ald. 


Ale. 


Alf. 


Alg. 


How often do you think participants in medical research are pressured into 
participating? 


Sica teks shad ois bh eee eked Lee 01 
EE tain kno oh 64 ee aA ELE eRe ek ee 02 
«s+ 0s 144054 000 04 see eee eee en 03 
DT -ii-s65 On aches 0ee ck tae daes aan 04 
hie ae ek kG b he che ka fae he Ae 05 
lg fT ree ee Eee 07 


compared to other patients? 


ea aes i ee 01 
ree earth ee ee 02 
ee reer eee T 03 
SR Ee ee ee 04 
I ae ee on . 05 


UNSURE/DUN T RNOW 2... ccc cccrsccc cece cee WI 


How often do you think patients who participate in medical research are better 
off, medically, than similar patients who are not in medical research? 


 .. BPPPPrrer crriTer. Tore? ere re vl 
kk RSS ere eee ee ee eee . 2 
ED -shawheud o6dabesseeebesaeeeeas 03 
CE 666066N- 6 ecede% WUT? Tree ee ee. 
fk PPP Creer PTT ere Cee Eerie 05 
Ge GE 6 6.040 0 00bds cee dds 6s 07 
How often do you think the doctors running medical research care more about 
the research than the people they study? 
. ... WeePerrir ito rer eee eee 01 
DE £6 60606 0466-00000 044008060 600 06% 02 
DEE 6000s ones 080086 460080066 0006: 03 
EE -65.0660600.406600 040ebb0b 60406602 04 
SE 6 00) 0 66500005060 660466 0040000008 05 
SOT © GUE bob toctdcevocccceceses 07 
2 
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Now, I'd like to ask you your beliefs about a different term. Some people think that 


the term clinical trial means something different from the term "medical research", 
while other people think they are the same. Again, I’m asking you for your opinion -- 
there are no "right" or “wrong" answers. 


A2a. Do you think that medical research and clinical trial mean the same thing? 


SHOWCARD Cl 


RR a a ee ea ee ee ee ee ee 01 
[READ: "Although you think that medical research and 
clinical trial mean the same thing, I would still like 

to ask you a few questions about distinctions that 

some people draw between the two terms."] 


es ee ee ee ee ree 02 
[READ: "Now | am going to ask you a series of 
questions asking for your opinions about medical 


research compared to clinical trials."] 


A2b. Where do you think a patient is more likely to get unproven treatments or 


tests? 


rr ee re i. ck kb e cashes dues sees 01 
EE «és £4655 40 05640406 60694 02 
No difference between them .............0.-0e005 03 
CE «cise ee eee Geesen eee 04 


A2c. Where do you think a patient is more likely to be better off? 


Being in medical research ........ ccc ccc cee ees 01 
EE cin eceeneeendsesteeweds 02 
No difference between them ...............00005 03 
DON’T KNOW/UNSURE ...............00000% 04 


A2d. Where do you think a patient is likely to face greater risk? 


Being in medical rese@rCh 2... ccs 01 

Ee (cineocbsaeeteeeeee ene an 02 

Ee ee ee ee ere ee 03 

gw I 04 
3 
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SECTION B. RESEARCH PARTICIPATION 
For the remainder of the interview we will use the term "medical research project." As we 
are now using it, we mean for the term "medical research project" to mean all kinds of 


medical research including medical experiments, clinical trials, and other health surveys. 


Bl. Other than this interview, are you now participating in a medical research project? 


a eee ee ee ee ee ee eee eee 01 — SKIP TO B2 
0 See ee ee ee: ee eee ey St 02 
Ee eer ee ee eee eee ee. ee 03 + SKIP TO B2 


Bla. Have you ever participated in a medical research project in the past? 


Serres ce Tee eT ee eee eT eT Te CES TT 01 — SKIP TO 
SECTION C 


Bib. Have you ever been asked to participate in a medical research project? 


PEPSI TTT UCT CT ETT CTE CTT OTe Tee 01 
 PROVTECE TET CT ee TTC ee TTT Ee Te ee 02 + SKIP TO 
SECTION F 
Ble. Did you decide not to participate? 
YES, you decided not to participate ............. 01 + SKIP TO 
SECTION E 
NO, (Explain inconsistency) ............. vrvTs 02 + IF EXPLANATION 
INDICATES PRIOR 
RESEARCH 
EXPERIENCE, SKIP 
TO SECTION C. 
OTHERWISE, SKIP 
TO SECTION F 
B2. Are you now in more than one medical research project? 
SE 6 6 0.4b5640 60005906 00040960400000008% 01 - SKIP TO B2a 


 SPETELTLELTLITRT CLL Ler ee 02 


That means you’re participating in only one medical 
research project, right? + SKIP TO INTRODUCTION BEFORE B3 
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B2a. 


B2b. 


B2c. 


B2d. 


B2e. 


Are any of the medical research projects you are currently participating in being done 
by researchers here (at this clinic/in this department)? 


FSCO Pee ye ere rere eee eee 01 — SKIP TO B2d 
ese Sree ee Pee Oar yee Pere aed 02 


Are any of the medical research projects you are participating in being done by 
researchers at [INSTITUTION] but not from (this clinic or department)? 


ee bbb bedswokes habe ba bwkaes cakes eee 01 — SKIP TO B2e 
 PEPeT eer eee CTT TT Tee ee eee eee eee 02 


So you’re saying that you are participating in more than one medical research project 
outside of [INSTITUTION], right? Which one of those projects is the most 
important one to you? 


Where does that research project take place? 


SKIP TO INSTRUCTION BEFORE B3. 


Are you participating in more than one project or experiment here (at this clinic/in 
this department)? 


. Seererererererrre mr: Tc Tert errr Terre 01 — SKIP TO B2f 
PUY TETELTLELE LEE CET ET COLETTE 02 


That means you’re participating in only one medical 

research project here (at this clinic/in this 

department), right? - SKIP TO INTRODUCTION BEFORE B3 

Are you participating in more than one medical research project at [INSTITUTION]? 


\. POrrPrrrerererrrrrrrerrrirererr irre 01 — SKIP TO B2f 
 POVCPCTELTLECEL LTTE LET eT eerie 02 


That means you're participating in only one medical 


research project here at [INSTITUTION], right? -> SKIP TO INTRODUCTION 
BEFORE B3 
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B2f. Which one of the medical research projects that you are participating in is the most 
important one to you? 


Now I'd like to ask some questions about that medical research project. 


B3. To the best of your knowledge, what is the official name for this medical research project? 
That is, what name do you think the researchers use to describe their own project? 


. : 


B4. Would you tell me briefly what (PATIENT’S NAME FOR RESEARCH PROJECT) is 
about? 


BS. Is the research related to a medical problem that you have? 


YES, Please tell me what medical problem 
ne re er 01 


B6. Have you ever been offered the chance to participate in a medical research project and 


decided not to participate? 
ee FEELS EE SSE WAS 0.0.0460064 0000006900 0:00% 24088 01 
_ PPPVETETULE TLIC T UT TIETEE CT CLITE Tere. PLL ee 02 


GO TO SECTION D 
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SECTION C. FORMER *tESEARCH PARTICIPANTS 


Cl. Have you been in m ore than one medical research project in the past? 


Cla. 


Clb. 


Cle. 


Cid. 


0 Sere re Serre eee er ere ere re re ey 01 > SKIP TO Cle 
— Seer ep rT eee eT Pe ee eeees ET wee 02 


That means that you've participated in only one medical 
research project, right? - SKIP TO INTRODUCTION BEFORE C2 


Were any of the medical research projects you participated in done by researchers 
here (at this ciinic/in this department)? 


. FWEPPeTreerrerrre Sc ereer eT or ee Te 01 — SKIP TO Cld 
 PRORTETT LEE TTT TC ret ee 02 


Were any of the medical research projects you participated in done by researchers 
from [INSTITUTION] but not from (this clinic or department)? 


. PEPREVECPEeEPTCTT CE Cer. CLeerac rele rs 01 - SKIP TO Cle 
 PURTTTEMETUTCTITI LECT CLT eT 02 


So you’re sayiag that you have participated in more than one medical research 
project outside of [INSTITUTION], right? Which one of those projects was the most 
important one to you? 


Where c i that research project take place? 


SKIP TO INSTRUCTION BEFORE C2 


Have you been in more than one medical research project here (at this clinic/in this 
department)? 


EE anwoniceneecdacddesdecescteatetass 01 + SKIP TO Cif 
Sts once ann due eseesbheeheesseeeniesis+ 02 


That means you've participated in only one research 


project here (at this clinic/in this department), 
right? + SKIP TO INTRODUCTION BEFORE C2 
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Cle. Have you been in more than one medical research project here at [INSTITUTION]? 


That means you've particiapted in only one research 
project here at [INSTITUTION], right? + SKIP TO INTRODUCTION 
BEFORE C2 


Clif. Which one of the medical research projects that you were in here, was the most 
important one to you? 


Now I'd like to ask some questions about that medical research project. 


C2. 


C3. 


C4. 


C5. 


To the best of your knowledge, what was the official name for this medical research 
project? (That is, what name do you think the researchers used to describe their own 
project?) 


PATIENT'S NAME FOR RESEARCH PROJECT — 


Would you tell me briefly what (PATIENT’S NAME FOR RESEARCH PROJECT) was 
about? 


Was the research related to a medical problem that you have or had at the time? 


YES, Please tell me what medical problem 
a ee ee 01 


Have you ever been offered the chance to participate in a medical research project and 
decided not to participate? 


GO TO SECTION D 
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SECTION D. CURRENT OR FORMER RESEARCH PARTICIPANTS 


D1. How long ago did you begin your participation in (PATIENT’S NAME FOR RESEARCH 
PROJECT)? RECORD LENGTH OF TIME AND INDICATE UNITS. 


ELE SESE PES See ee eT Te ee re 0i 
ee eo per er eee oe 02 
Ce Collec is. 14 6 hha he bebe ee eae 03 
0 ES Peer ere eer re eres er ee 04 
PE Cte peyeke s Oe 0024 F Oda eb REE 05 


Please think about the time just before you started participating in (PATIENT'S NAME FOR 
PROJECT). 


D2. Do you remember signing a consent form agreeing to take part in (PATIENT'S NAME FOR 


RESEARCH PROJECT)? 


SACS Tee eee LESTE OE CUCU TT TEE. T 01 
_ POPPE S TTT CULTURE LERTULIL CTE Te 02 
og OPPO TTTT TTT TE CETTE CrL ee. 03 


D3. Did you think you had enough information about (PATIENT’S NAME FOR RESEARCH 
PROJECT) to make a good decision about whether to participate? 


|| DPPOPEVETLTOTLOLELTELELELILETE Eerie 01 + SKIP TO D4 
 PEEETELLLLTTTELELL EEL ETE 02 


IF NO, what further information would you have liked to have? 


D4. Which best describes how you came to participate in (PATIENT’S NAME FOR. 
RESEARCH PROJECT): Did you decide on your own, did you decide with the help of 
others, or did other people pressure you into it? 


, FF TTA TCC TR TL ECLTLLETTTEe 01 — SKIP TO DS 
Your decision, with others helping .............. 02 + SKIP TO DS 
You felt pressured by others into your decision. ..... 03 

9 
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DS. 


D7. 


D8. 


D4a. Who did you feel pressured you? 


D4b. In what way did you feel pressured? 


Which of the following do you think the policy (is/was) for dropping out of 
(PATIENT’S NAME FOR RESEARCH PROJECT)? Is/Was it ... 


You can drop out at any time for any reason, or ........... 01 
You can drop out only if and when doctors in charge of 

the project tell you that you can, or ................. 02 
Some other policy? 
i gg hg 088 tt 03 


Which of the following do you think best describes (PATIENT'S NAME FOR 
RESEARCH PROJECT)? Is/Was it ... 


a research project studying new medical treatments (ways of 
treating your medical condition) ................56. 01 


a research project studying new diagnostic procedures (ways of 
learning whether or not you have a disease or 


A re ree eee eee ee ee 02 
or, another kind of research project, like an interview, which 

does not test new medical treatments or procedures ...... 03 
DON’T KNOW ....... ek wake ebee i6edee i+ bbe eee OS 


Does this research project involve in any way the use of radiation (such as x-rays or 
radiotherapy)? 


.  BYYor TC TETILOTeRTTTTriire Ter 01 
, RETETPTETELELELELALEET ICEL EL CELLET 02 
gk | MPTTTEPETELLTEETELLEPEPIELIE TELE 03 


Did you receive any money payment from (PATIENT’S NAME FOR RESEARCH 
PROJECT), including payment of your medical or travel expenses? 


10 


691 


D9. Please teil me in one sentence your main reason for participating in this research 
project: 


INTERVIEWER INSTRUCTIONS 
If answer to D6 = 01 | Go To D10 


If answer to D6 = 02 Go To D21 


If answer to D6 = 03 Go To D30 


If answer to D6 = DK Go To D30 
Go To D30 


If answer to D6 = NA Go To D30 


1} 
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For Participants in TREATMENT RESEARCH Projects 


I am going to read a list of reasons why some people choose to take part in medical research 
projects. For each reason, please tell me whether it contributed a lot, a little, or not at all to 
your participating in [PATIENT’S NAME FOR RESEARCH PROJECT ]. 

SHOWCARD D 


D160. You felt you had little choice. 


Se OE od cab eens cd eeeb aus 01 
ee ag GS nS ee 02 
et Pe ETE Gb be hedveccceeascees 03 


Dll. The research project offered a chance to get better treatment. 


oo Ee PeTTra ery 01 
ea > rere 02 
Se? POPE GUUUUIED ccc csicccseeccsesess 03 


Di2. The research project was a way to help others. 


PM OT soc hens ddsesdteeeeean 01 
CRVEGEPUEGME EE BEUEUMES Soi ccecssceerecewe 02 
Se Ge GRUNGE 6.5 Kv ctoredeseusions 03 


D13. The research project was the only wa’ to get a specific medical treatment you wanted. 


gs ON PPP eTULiTererereee 01 
CONTRIBUTED A LITTLE ............00005. 02 
ee PHS GUT CUTNE 6 occ c ce ccecscieseeen 3 


Di4. The research project was the best way to pay for treatment. 


TRUCE OO GPE occccccccecccsseccecs 01 
CONTRIBUTED A LITTLE .............0005. 02 
DID NOT CONTRIBUTE .....ccccccccccccees 03 


D15. Your doctor thought it would be a good idea to participate. 


SEDC GR EEE co cecccccceceedseseece 01 

CONTRIBUTED A LITILE ........cccccevees 02 

DED NUT CUINTRREBIUIB occ cscs ccccccccccens 03 
12 
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D16. 


Ne a wi 01 
CUSIP IID A RAEEEED occ ccccccecsccces 02 
er See GEE. g's coven nbbetoaeees 03 
Di7. You would get extra attention from participating in the research project. 
CONTRIBUTED ALOT ..................0-. 01 
CONTRIBUTED ALITTLE ......... aeewneaka 02 
i  ¢:.. .,. Seer 03 
D18. The research project was a way to advance medical science. 
PUREE A nck views beeatesaues 01 
GUM UES cccccccseecsacecs 02 
4g, rr ee 03 
D19. Participating in the research project gave you hope. 
CONTRIBUTED ALOT .................045. 01 
PER EEUU 65605 00a eereceses 02 
ee EE ¢ skeibebac bbweaween $s 03 
D20. You had no reason not to participate. 
PCLT + 66604660666 666860002 01 
CONTRIBUSEDALITILE .....ccccccccseees 02 
ee TUDES CR bod cccdeocssecéee 03 
GO TO SECTION F 
13 


The research project sounded interesting. 
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For Participants in DIAC NOSTIC research projects 


1 am going to read a list o reasons why some people choose to take part in medical research 
or experiments. For each ‘2ason, please tell me whether it contributed a lot, a little, or not at 
all to your participating in (PATIENT’S NAME FOR RESEARCH PROJECT]. 
SHOWCARD D 


D21. You felt you had little choice. 


PCP Ficcincedéeceseséesvess 01 
CORN EUW PD A BEEBE occ ccc cccccccssees 02 
4 og ER ee eee eee ee 03 


D22. The research projec: offered a chance to get better treatment. 


TEED GR GEE cb ccceceecresenececes 01 
PCA PEEMEE «casa secvcensennes 02 
3. gl. PPPOE TEPiTerr rr er 03 


D23. The research project was a way to help others. 


TI COPE Sc cesiceceserescveene 01 
OONTRIBUTED A LITILE .........ccesseece 02 
See CUPS GUTEUEEUFED cc cc ccccesccccssvece 03 


D24. Your doctor thought it would be a good idea to participate. 


oo ee eee 01 
CONT? IBUTED A LITTLE ......ccceessesees 02 
DEEP DONE GUUEUEWER occcccccccsesceseces 03 


D25. The research project sounded interesting. 


CEOS EU FA GATE ccccccccccccceseccese 01 
CONTRIBUTED A LITTLE .............0005. 02 
DID NOT CONTRIBUTE .............00000505 03 


D26. You would get extra attention from participating in the research project. 


TEE GR EME ncccccceseeeccccoesen 01 

CONTRIBUTED A LITTLE .... 2.2.2... 00 uus 02 

ERD BURP E CUVEE ccc cc ccccccccececcs 03 
14 
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D27. The research project was a way to advance medical science. 


TP hs cc ke ceceadaneecese 
CPUUETE EEUU, 5c cscccccccesevess 
Sy PE EEE eicie bc taeecccccsesaeee 


D28. Participating in the research project gave you hope. 
SE Se 8 oc hehe eee ceveses 
CCDS PEEEEEE ceswecenccsoudecee 
ee Se CEI GC ks oc vecdaueeeecess 

D29. You had no reason not to participate. 

Pr ccc bb be dhe ike eeenseot 


SUUEFEEEEY GA DME URED cc cccccceseceucies 
gg, Peer eee 


GO TO SECTION F 


15 
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For participants in EPIDEMIOLOGICAL or other research projects 


I am going to read a list of reasons why some people choose to take part in medical research 
or experiments. For each reason, please tell me whether it contributed a lot, a little, or not at 
all to your participating in [PATIENT'S NAME FOR RESEARCH PROJECT]. 
SHOWCARD D 


D30. You felt you had little choice. 


0 Free rr ree 01 
PEEL DEEEEES cc cw ch iseessescons 02 
PP Oe SONU 0 vc chntabeenecuhdens 03 


D31. The research project offered a chance to get better treatment. 


TREE 06 UME oes ccccenceaetsaveeuss 01 
CAT EUEPEUe OA BBE EEMD- oc ccccvccosesisese 02 
EP COE GTEUETED bc cc céceesaveneneeve 03 


D32. The research project was the best way to pay for treatment. 


SE OB OEE de ccvecacdvessonben va 01 
SOMEONE PR UMEEEMD cc csccceccessceses 02 
Se? COE GTUUEPEED cc cccccececvceseeees 03 


D33. Your doctor thought it would be a good idea to participate. 


oo gt OA eerie ee 01 
CONTRIBUTED A LITTLE ...............55. 02 
De Se GTEUIEDD 6 ccc ccccesccrisenes 03 


D34. The research project sounded interesting. 


SPURTE OD GPE cv cccccceccecsesecees 01 
CONTRIBUTED A LITTLE ............50005: 02 
fogs PTT TTT TPT ee 03 


D35. You would get extra attention from participating in the research project. 


CURE OO BAPE cccccccccccccosestece 01 

CONTRIBUTED A LITTLE ............0.055. 02 

EP WUE GUUNEUMEUFEND ccc ccccccesccceseses 03 
16 
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D36. The research project was a way to advance medical science. 


SE A EE ok ccc er esseeecssceees 
eo Eg ) 
4 4g, ere 


D37. Participating in the research project gave you hope. 
ee 
OM EEE oy uct eeeesvecers 
|g, ere 

D38. You had no reason not to participate. 

CONTRIBUTED A LOT ............2.. errtere 


CUONTREMUIEO A LITILE .... cc cccccccscees 
fogs, , SP rorerrr rrr rrr re 


GO TO SECTION F 


17 
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SECTION E. REASONS FOR NOT PARTICIPATING 


Please think about the time when you were asked to participate in a medical research project 
and you decided not to. (IF MORE THAN 1, THINK ABOUT THE MOST RECENT 
TIME.) 


I am going to read a list of reasons why some people choose not to take part in medical 
research projects. For each reason, please tell me whether it contributed a lot, a little, or not 
at all to your decision not to take part in the medical research project. 

SHOWCARD D 


El. Being in the medical research project would have been unpleasant. 


SAU 6b bo bbe bse eedeeeee te 01 
CONTRIBUTED ALITILE .......22..0005 wie 
3g, ee eee 03 


E2. The medical research project was too risky. 


0 SPT ESTEE TT ETT ee 0] 
CONTRIBUTED ALITTLE ......5....0cc000. 02 
ee Se TUES Ch vet eenesdncecacees 03 


E3. Taking part in the medical research project would have cost you money. 


i. a. £ \ SPP TTT ri 0] 
CONTRIBUTED ALITTLE ...........ssee0. 02 
DID NOT CONTRIBUTE .............. Neeeee 03 


E4. You did not want to be treated like a guinea pig. 


oO A PPP ESET ETTEE LEE 01 
CONTRIBUTED ALITILE .........cceceeees 02 
DID NOT CONTRIBUTE ..........00 ee eeeuee 03 


E5. Taking part in the medical research project would have been inconvenient. 


STS OEED CBOE cb we ececcccceeeonsers 01 

CONTRIBUTED ALITTLE ................45. 02 

DID NOT CONTRIBUTE ...........50 ee eeues 03 
18 
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E6. You wanted your medical decisions to be made by your doctor and yourself, not by 


researchers. 
a a ik 01 
CONTRIBUTED A LITTLE ......... poteteeeee 02 
DID NOT CONTRIBUTE ........... See 03 


E7. You wanted to know what treatment you were getting. 


IEE OME gn cae ec cdareeeseseeees 01 
ee) ly ES) ) 5 ee 02 
dg eee 03 


E8. Your doctor thought it was a bad idea. 


er See rere se 01 
CUR UUEP PAE EEE coc ccccccccccseces 02 
DID NOT CONTRIBUTE .................... 03 


E9. Being in the medical research project was NOT the best way for you to get better. 


eo ORS arr rer errrrerie 01 
CUNTRIBUTEDALITILE ........cccccceees 02 
fg og PEPE TET ETL TTT 03 
19 
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SECTION F. BACKGROUND INFORMATION 


Now, I would like to ask just a few more general questions about your background. 


Fl. 


F2. 


F3. 


F4. 


F5. 


F6. 


What is your date of birth? 


Month Day Year 


INTERVIEWER: IS THE RESPONDENT MALE OR FEMALE? 


Black or African American ................... 01 
, RAE Bye are eer eee ee ornare | 02 
Native American or Alaskan Native ............. 03 
es ee ee a ee 04 
Some other race, SPECIFY | ia! 


What is the last grade or year that you completed in school? 


LESS THAN 8TH GRADE ...............005- 01 
Ut oo bes re re ei 02 
HIGH SCHOOL GRADUATE OR GED .......... 03 


SOME TECHNICAL OR VOCATIONAL SCHOOL .. 04 
TECHNICAL OR VOCATIONAL SCHOOL 


FTES ETE LEPrEeereerrre 05 
... ..'  SPPPPEPTT eT Reeereeaerrrir: 06 
TWO-YEAR COLLEGE GRADUATE ........... 07 
FOUR-YEAR COLLEGE GRADUATE .......... 08 
SOME POST GRADUATE ........ccccccseees 09 
POSTGRADUATE OR PROFESSIONAL DEGREE .. 10 
OTHER, SPECIFY 11 


Which of the following best describes your employment status, are you currently 
employed full time, part time, or are you currently not employed? 


PTET LET ET EPRI TS Cer TT 01 

PUPS T TELE TITLE ELUTE EEL ee 02 

DES Gévd betes ceredesccescesavevis 03 
20 
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SHOWCARD E 


F7. 


F8. 


F9. 


F10. 


Which category be: describes your combined family income, before taxes? 


i okie Y gh peeks bam 01 
wi. ky tae ote ye 6 ee 02 
i a ee ee ee ei ae 03 
ES ere Fe eee 04 
6 es ete e eee te ks beg eh 05 


Do you think your overall! health is excellent, good, fair or poor? 


SS SPs Cr ie rr ae ee 01 
0 ES ee eg oe ee oe ee ee | eae 02 
ee eee ee ang eee carey eee eer 03 
Pane ere a Pa ee Se Bee. ene 04 


ee at eidcacankhesas penta daavenl 01 
Pek its 0s 6) 06020000340 0540400 RE re 02 — SKIP TO F10 
F9a. Do you have >rivate medical insurance (such as Blue Cross/Blue Shield) 
whether it is rom your employer, a former employer, or on your own? 
ey 646504 04 £40040 bs F490S 01 
STOOP PTETUSITTTY Te ere eee 02 
F9b. Do you have public medical insurance (like Medicare, Medicaid, etc.)? 
Oy 60600668 04 Wad babbe 650046040042 01 
 PRTETOTLC TTC CUT eT Teer ee 02 


Is there anything else that you would like to tell us relating to the things we have been 
talking about in this interview 


YES, SPECIFY 


21 
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[ASK SECTION G ONLY TO THOSE WHO HAVE ANSWERED "YES" TO QUESTION 
Bl OR Bla] OTHERWISE, THANK THE RESPONDENT FOR HIS/HER TIME AND 
END THE INTERVIEW. 


SECTION G. WILLINGNESS TO PARTICIPATE IN AN IN-DEPTH INTERVIEW 


We may be calling a small number of the people interviewed today for a longer interview on 

the same subject. This interview will be arranged for a convenient time in the next couple of 
weeks. The interview should last about 45 minutes and people who participate will be given 

$25 for their time and expenses. Would you be willing to be called by someone to set up an 
- interview? 


— SEE eee ere Pe Oe Teer eT ETT CUE ES 01 — [Interviewer 
complete the 
Contact 
Sheet. } 
TET ETUC VEER CTT CECT TTT EET CTT 02 
TIME ENDED AM PM 
22 


703 


SECTION H. INTERVIEWER OBSERVATIONS (COMPLETE AFTER THE 
INTERVIEW) 


Hi. Do you think that this person was able to answer questions appropriately? e.g., do you 
think this person understood most of the questions? 


RR ee Ee OG ea ee ok aE Sas 01 
NO, SPECIFY ss 


H2. Was the interview conducted in a setting conducive to getting good responses? 


0 ee re eee ee eee eee eee We wes 01 
NO, SPECIFY Co 


[ANSWER ONLY FOR THOSE WHO ANSWERED "YES" TO QUESTION B1 OR Bla] 


H3. Do you think this person would be someone who should be recruited for the in-depth 


interview? 
YES, SPECIFY > 
NO, SPECIFY ... Q2 


23 
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EXHIBIT B 


CASO: ESTUDIO DE ENTREVISTAS 
(Proyecto #6106) 


ENCUESTA BREVE 


Para 


E] Comité Asesor en Experimentos 
de Radiacién sobre Humanos (ACHRE) 
Por 


Research Triangle Institute (RTT) 
Research Triangle Park, NC 27709 


, mas F 
Mes Dia Afio 
ROTULO CON #ID 
Hora: AM PM 


Nombre del Encuestador: Cl 
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SECCION A. ACTITUD HACIA LA INVESTIGACION MEDICA 


Como usted recordara, en esta entrevista nos interesa observar su disposicién hacia y su experiencia 


con investigaciones que involucran participantes humanos. Con esto queremos significar estudios 
médicos realizados por doctores y otros cientificos de !a medicina en los cuales no se usan animales 


sino seres humanos como objeto de la investigacién. 


Al. Primero, quisiera comenzar formulando algunas preguntas para conocer su opinidn acerca 
de la investigacién con seres humanos, que se realiza actualmente en los Estados Unidos. 
Estamos buscando su opinién. No existen aqui respuestas correctas o erréneas --- deseamos 
solamente su opinién. 


TARJETA A 
Ala. Si describiera su actitud general hacia la investigacién médica incluyendo personas, 


usted diria que es ;muy favorable, de algin modo favorable, ni favorable ni 
desfavorable, de algin modo desfavorable, o muy desfavorable? 


ee Cs cc cbeeheeecscecneesesds 01 
DE ALGUN MODO FAVORABLE .............. 02 
NI FAVORABLE NI DESFAVORABLE ........... 03 
DE ALGUN MODO DESFAVORABLE ........... 04 
i PCED . 6 664d e606 00 60600 668% 05 
UTEP GEE SK Cece e eee eeessseeeen 07 


TARJETA B 


Alb. En su opinidén, jcon qué frecuencia la investigacién médica con participantes 
humanos ayuda a avanzar a la ciencia? 


ere rrrr re rr re Terre. eee 01 
ey ee ee re ee a 02 
ee ee 03 
CS isk wep btdha babe eeade eet 04 
ee ee ee ee 05 
DPE shh ccisedecsdeaeeeteoses 07 
Alc. En su opinién, ;con qué frecuencia la investigacién médica implica riesgos no 

razonables para las personas? 

POST CTC UP EERETEREELUCT La Tt 01 
Pe <tvedh tives te eevee een eeu 02 
Pe <cvecrsereed cs eseneeeeun 03 
ia isk ocek bee baa R ee ea S EA 04 
Ce Sieh ies se hs 068 6606.40 00 aS OO OR 05 
ee soe oh bee gee ee we OR 07 


Ald. En su opinién, zcon qué frecuencia los participantes en investigaciones médicas son 


presionados a participar? 

I a rate a ee ee 01 
RC ea a oe rae 02 
I ese ae i ae 03 
I oe ae 04 
SE a eee 05 
eee 07 


Ale. En su opinién, ,con qué frecuencia los pacientes que participan en investigaciones 
médicas reciben tratamientos especiales comparados con otros pacientes? 


Ee ee ee ee ee ees 01 

i eee eee ee eke eee hes cae 02 
ee -. be bbe cee ue eh eeu a eee eee 03 
Eee rer TT ere 04 

i ee oe be 6 6 ed oe ee 05 
re 07 

Alf. En su opinién, ,con qué frecuencia los pacientes que participan en investigaciones 

médicas aventajan, médicamente, a pacientes similares que no estan en investigacion 
médica? 

RAS ST PETC CEES ETET ETC e Se ee 01 
ee ee ee ee ee 02 
Ce cisco eeceecenebeseoneban 03 
CO Ee eer re 04 

NN SUR LEEECOCRETEEEEELILTE TT 05 
PCE 6266 sceesecesseesedes 07 


Alg. En su opinién, ,con qué frecuencia a los doctores que hacen investigaciones médicas 
les interesa més la investigacién que las personas que ellos estudian? 


DEE DA GRG Do coveseesereeedeuesetense 01 

PEE Sh vec ecccetne eens seed eeese 02 

SEE WHEE cece cece nceseenecssesece 03 

565 kb bbe aah OOO ed Bohs ORS 04 

DE SU hoe cerecreeereeeeseavevetees 05 

EINSBUUROINO SABE ........cccccccccseees 07 
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A2. Ahora, quisiera conocer sus ideas acerca de un término diferente. Algunas personas creen 
que el término prueba clinica significa algo diferente al término “investigacién médica”. 
Otras personas piensan que es lo mismo. Nuevamente, le pido su opinién -- no existen 
respuestas “correctas” ni “incorrectas”. 


A2a. Piensa usted que investigacién médica y pruebas clinicas significan lo mismo? 


i i ok ee a a a 01 
[LEA: “Adn cuando usted piense que investigacién médica y 
pruebas Clinicas significan ia misma cosa, yo todavia quisiera 
hacerle unas pocas preguntas mds acerca de distinciones que 

la gente suele hacer entre los dos términos."] 


IS Ae re ae ee oe er ee ee ae area 02 
[LEA: “Ahora voy a hacerle una serie de preguntas pidiendo 
su opinién en la comparacién de investigacién médica y 


pruebas Clinicas. ") 
TARJETA Ci 
A2b. ;Ddénde piensa usted que un paciente tiene mayor posibilidad de ser sometido a 

tratamientos no probados o a pruebas? 

Estando en imvestigacién médica... ..........-45. 01 
PE + ect ee cece ee eeseesees 02 

No hay diferencia entre ellos... . 2... ee ees 03 

NO SABE/NO ESTA SEGURAO ............... 04 


A2c. {En qué situacién piensa usted a 1e un paciente tiene mas posibilidades de mejorar? 


Estando en imvestigacién médica... . 2.2... ....55.. 01 
PE cc hoh ee ce dene reeeeccce 02 
No hay diferencia entre ellos .... 2... 2... ee eee 03 
NO SABE/NO ESTA SEGURA/JO ............... 04 


A2d. ,Cudndo piensa usted que un paciente enfrenta mayores riesgos? 


Estando en investigacién médica... . . 2... 1... eae, 01 

EEE ccc ecesccccersseccess 02 

BNO Ey GHRUUOMOIR GENTS GIGS 0 ww ccc cece 03 

NO SABE/NO ESTA SEGURA/O ............... 04 
3 


708 


SECCION B. PARTICIPACION EN INVESTIGACION 

En lo que resta de la entrevista usaremos el término “proyecto de investigacién médica.” De la 
forma que lo usamos, entendemos por “proyecto de investigacién médica” todo tipo de investigacién 
médica incluyendo experimentos médicos, pruebas clinicas y otras encuestas de salud. 


Bl. Aparte de esta entrevista, jesta Ud participando en algun proyecto de investigacién médica? 


tt cab kod hc > oes eee a 01 
~> SALTE A B2 
ivan Cad Fu hws pea ak oe bw a we eek hees 02 
P+ c6 Soy 6a eb MASRS EEE REESE 03 
-> SALTE A B2 


Bla. {Ha participado usted alguna vez en un proyecto de investigacién médica? 


Ne eee er reer er er ey eee rr Ty 01 
~» SALTE A SECCION C 
_ BRAS Pee rrrer er ere Perr eee 02 


Bib. Le han pedido alguna vez que participe en un proyecto de investigaciOn médica? 


er eta OMe ee ee ane ee ae kT 01 
SP ee ei ie Ce ta a a 02 
~ SALTE A SECCION F 


Bic. jDecididé usted no participar? 


SI, usted decidié no “i? eer ery oS er ere er 01 
~- SALTE A SECCION E 
NO, (explique la inconsistencia) ................. 02 


~» SI LA EXPLICACION INDICA EXPERIENCIA PREVIA EN 
INVESTIGACION, SALTE A LA SECCION C. SI NO, SALTE A SECCION F. 


B2. ,Esté usted ahora participandc af + Ge un proyecto de investigacién? 


eres TeL CPLA LE REET CECT TTC 01 

~» SALTE A B2a 

errr er ste ee ree ee eee ee ee ee 02 

Esto significa que usted esta participando en sélo un proyecto de investigacién 
médica, ;verdad? 


~ SALTE A LA INTRODUCCION ANTES DE B3. 
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B2a. 


B2b. 


B2d. 


jAlgunos de lc proyectos de investigacién médica, en los cuales usted participa 


actuaimente, sc : conducidos por investigadores de aqui (en esta clinica/ en este 
departamento)? 

NES ne arg 2 eae Os ee oe ea 01 

~ SALTE A B.d 

SP Gc yh ae bos eek ss cee Oe ek Eee 02 


jAlgunos de los proyectos de investigacién médica, en los cuales usted participa, 
son conducidos por. investigadores de [INSTITUCION] pero no de (esta clinica o 
departamento)? 


EPS Sere rae a Soren eri ee eS 01 
~ SALTE A B2: 
ek oe ec ne eee eee on Oe Grote As lo. 02 


Luego, usted die estar participando en mas de un proyecto de investigacién médica 
fuera de [INSTITUCION], ;verdad? ;Cuéal de esos proyectos es el mas importante 
para usted? 


i Donde se lleva : cabo ese proyecto de investigacién médica? 


~ SALTE 4 LA INTRODUCCION ANTES DE B3. 


,Esté ustec participando aqui en mas de un proyecto de investigacién (en esta 
clinica/en . ste departamento)? 


SPST TREE EEE ULULE CEE TTL CTT 01 
-» SALTE A B2f 
_. MERTELELELELLELL TLE TET 02 


Esto significa que usted esté participando aqui en sélo un proyecto de investigacién 
médica (en esta clinica/en este departamento), ; verdad? 


~ SALTE A LA INTRODUCCION ANTES DE B3. 
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B2e. (Esta Ud. participando en mas de un proyecto de investigacién médica en 


[INSTITUCION]? 
OP OEE, eee Ee ee Ty oe ee 01 
~ SALTE A B2f. 
WUE 5:4 0 teed as 6A vee KCe a e 02 


Esto significa que Ud. esta participando aqui [INSTITUCION] en solo un proyecto 
de investigacién médica, ; verdad? 
+ SALTE ALA INTRODUCCION ANTES DE B3. 


B2f. {Cual de los proyectos de investigacién médica en los cuales usted participa es el 
mas importante para usted? 


B3. De lo que Ud. recuerda, ;cudl es el nombre oficial del proyecto de investigacién médica? 
Es decir, ,cOmo piensa usted que los investigadores le llaman a ese proyecto? 


~~ NOMBRE QUE EL PACIENTE LE DA AL PROYECTO DE INVESTIGACION — 


B4. _— Podria decirme brevemente de qué se trata (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO DE INVESTIGACION) 


BS. Se relaciona la investigacién con algun problema médico que Ud. tiene? 


6040 ecnwwees cow hew 40866 6 000d* 8% e008 01 
Por favor diga cual es el problema médico 
Ty Set bac 6060 6 be6e 6 ees + 00046 Coe DC 02 


Bé. iLe han ofrecido alguna vez la oportunidad de participar en un proyecto de investigacién 


médica y usted decidié no participar? 
a « ie ae oe oe le od ae ae 01 
FE Re rer ge ee ee ee 02 


VAYA A SECCION D 
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SECCION C. PREVIA PARTICIPACION EN INVESTIGACION 


Cl. jHa estado Ud. en el pasado en mas de un proyecto de investigacién médica? 


Cla. 


Clb. 


Cle. 


Cid. 


Peete the eee nae ee ae eke 01 
~ SALTE A Cla. 
aE a ts De a ie ee a i ee ae 02 


Esto significa que Ud. ha participado en el pasado en sdlo un proyecto de 
investigacién médica, ,verdad? - SALTE A INTRODUCCION ANTERIOR A C2 


jAlguno de los proyectos de investigacién médica en los que Ud. participé fue 
realizado por investigadores de aqui (en esta clinica/en este departamento)? 


ETT Pe Corre ee ee ee Pee TET LETTE Te 01 
~ SALTE A Cld. 
ET eee See eee ee ee ee ee ee ee 02 


jAlguno de los proyectos de investigacién médica en los que Ud. participé fue 
realizado por investigadores de [INSTITUCION] pero no de (esta clinica o dept.)? 


Ee ae eee a Se een eee eee ee 01 
~ SALTE A Cle. 
CATS verr Tce re ye eee ee ee ee 02 


Luego, usted afirma que ha participado en mas de un proyecto de investigacién 
médica fuera de [INSTITUCION], ;verdad? ;Cudl de esos proyectos fue el mas 
importante para usted? 


iDonde se realizé ese proyecto de investigacién? 


-- SALTE A INSTRUCCION ANTERIOR A C2. 


jHa estado Ud. participando aqui (en esta clinica/en este departamento) en mas de 
un proyecto de investigacién médica? 


hse eee k vee eds bo wees oo be ek oS HS 100 88 01 

~ SALTE A Clif. 

Pia dkiethwaes & 64 hé oe 408 4% 02 
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Esto significa que Ud. ha participado aqui (en esta clinica/en este departamento) en 
sdlo un proyecto de investigacién, ;verdad? 
~ SALTE A INSTRUCCION ANTERIOR A C2. 


Cle. Ha estado Ud. participando aqui [INSTITUCION] en mis de un proyecto de 
investigacién médica? 


Esto significa que Ud. ha participado aqui [INSTITUCION] en sélo un proyecto de 
investigacién médica, ; verdad? 
~ SALTE A INSTRUCCION ANTERIOR A C2. 


Cif. Cuéal de los proyectos de investigacién médica en los cuales usted participé aqui fue 
el mas importante para usted? 


Ahora quisiera hacerle algunas preguntas sobre ese proyecto de investigacién médica. 


C2. De lo que Ud. recuerda, ,cual era el nombre oficial del proyecto de investigacién médica? 
(Es decir, ,c6mo recuerda usted que los investigadores le lamaban a ese proyecto?) 


~~ NOMBRE QUE EL PACIENTE LE DA AL PROYECTO DE INVESTIGACION — 


C3.  Podria decirme brevemente de qué se trataba (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO DE INVESTIGACION) 


C4. iSe relacionaba la investigacién con algun problema médico que Ud. tiene o tenia entonces? 


error eey tT ery CCT EC UREOEEECTEEEET LTE 01 
Por favor diga cual era el problema médico. 
OE eee ECE LER ECLETCL TLE 02 
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cS. jLe han ofrecido alguna vez la oportunidad de participar en un proyecto de investigacién 


médica y usted decidié no participar? 
Dee woewiee tee sh aes oka ae 01 
Ree res Bat oe atl aso ke ee 02 


VAYA A SECCION D. 
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SECCION D. PARTICIPANTES EN INVESTIGACIONES PRESENTES 0 PASADAS 


D1. jHace cuanto tiempo comenzo a participar en (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO)? REGISTRE EL TIEMPO E INDIQUE LAS UNIDADES. 


RRC. arg apt nip gga oe BS aa gia tom 01 
eee Po oe ak ee ie 02 
ES ea pee oe Wear ea 03 
RS orks SS ee a i eet es a 04 
| ER ge ey ee err a ee ec ee 05 


Por favor piense precisamente en e] momento anterior a comenzar a participar en (NOMBRE QUE 
‘EL PACIENTE LE DA AL PROYECTO DE INVESTIGACION). 


D2. jRecuerda Ud. haber firmado un formulario de aceptacién acordando tomar parte en 
(NOMBRE QUE EL PACIENTE LE DA AL PROYECTO DE INVESTIGACION)? 


eT Te Te CLEC TEC EREE CRE TCLCCE. OC 01 
See ererrcat gy. «eer e rrr eS TE eeee es eo . 02 
ETS Te TEREVUC TOTP CTY. CS 03 


D3. iPens6 Ud. que tuvo informacién suficiente sobre (NOMBRE QUE EL PACIENTE LE 
DA AL PROYECTO) para tomar una buena decisién sobre participar 0 no del proyecto? 


Se eee eC CE OEECELCPCTECOL? CC Tce ee 01 
~ SALTE A D4 
PPT ELUELLER TELE ke 02 


SI NO, jque otra informacién le hubiera gustado tener? 


D4. {Qué afirmacién describe mejor cémo decidié participar en (NOMBRE QUE EL 
PACIENTE LE DA AL PROYECTO): Decidiéd Ud. mismo, decidié Ud. con la ayuda de 
otros, 0 alguna otra persona lo presioné a participar? 


STC ee TE TT CEUPEELE TLE 01 

~ SALTE A DS. 

Su decision, con la ayuda de otros... 2... ....005. 02 

~ SALTE A DS. 

Ud. se sintié presionado por otros en su decisin....... 03 
10 
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DS. 


D7. 


D8. 


D4a. {Quién siente que lo presioné? 


D4b. De que modo se sintié presionado? 


—— 


{Cual de las siguientes afirmaciones es/era la norma para el abandono de (NOMBRE QUE 
EL PACIENTE LE DA AL PROYECTO)? usted piensa cue ... 


Ud. puede abandonar en cualquier momento — 


RS se 01 
Ud. puede abandonar sdlo si y cuando el doctor a cargo del 
proyecto le dice que puede hacerlo,o ............ 02 
jAlguna otra norma? 
ESPECIFIQUE .. 03 


{Cual de las siguientes frases describe mejor (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO)? Es/era ... 


un proyecto de investigacién que estudia nuevos tratamientos 
médicos (modos de tratar su condicién médica)........ 01 


un proyecto de investigacién que estudia nuevos 
procedimientos de diagndéstico (modo de saber si Ud. tiene 
alguna enfermedad o problema crénico de salud) ....... 02 


otro tipo de proyecto de investigacién, como ser una entrevista, que 
no prueba nuevos tratamientos o procedimientos médicos .. 03 


jincluye este proyecto de investigacién, de alguna manera, el uso de radiacién (como rayos 
X 0 radioterapia)? 


PPT TERELECTTLIETILC LTT TET TTL 01 
_ RVUTECEUELEMELELIE CULT CLEP 02 
| Serrrerrevereeerrrrlerrrrerrrere. 03 


jRecibiéd Ud. algin pago en dinero del (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO), incluyendo el pago de gastos médicos o de viajes? 


11 
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D9. Por favor digame en na frase el principal motivo de su participaciOn en este proyecto de 


investigaciOn: 
INSTR JC P 
te Se ES Ree eee eo eee ee oP oe Vaya a D10 
eee eee es Se ee eee Vaya a D21 
re Ce aN Se ee 6 eis eae oe Vaya a D30 
Si la respuesta a DDG = NO SABE ..... 2. ccc ccc cccces Vaya a D30 
Si la respuesta 2 D6 = NO ESTA SEGURO ............. Vaya a D30 
Si la respuesta a D6 = NO RESPONDE ............... Vaya a D30 
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Para Participantes en Proyectos de INVESTIGACION DE TRATAMIENTOS 

Le voy a leer una lista de razones por las cuales algunas personas eligen participar en proyectos de 
investigacién médica. Para cada razon, por favor digame si ella contribuy6 mucho, poco, o nada a 
Su participacién en (NOMBRE QUE EL PACIENTE LE DA AL PROYECTO). 

TARJETA D 


D1i0.  Sintid que tenia pocas alternativas. 


ee ae eae 01 
re aes ee aw he kk cek ees 02 
Co a ee ee 03 


Dil. El proyecto de investigacién ofrecia la alternativa de un tratamiento mejor. 


ee eee 01 
EE ee ee ee 02 
dT TT ETE TLE TET CTT 03 


D12. _El proyecto de investigacién era una manera de ayudar al prdéjimo. 


SEE EEE occ c cece cceersesecees 01 
Ea ee ee 02 
oo 0 Oe ee eT ee Pe ee 03 
Di3. El proyecto de investigacién era la Gnica manera de obtener un tratamiento especifico que 
usted deseaba. 
ee) |e: 01 
oe ee 02 
ls TS ST ee T TET ET Te 03 


D14. El proyecto de investigacién era la mejor manera de pagar por un tratamiento. 


CONTRIBUYO MUCHO ...............000 ee 01 
TCE, cn cbbeeeeeereeesereees 02 
 . ss SPT eT Te Tere ETE reeeT rT 03 


D15. Su médico pensé que participar seria una buena idea. 


COW CUED ccc ck cc ececesecceseecs 01 

TCD 66c660 060 eesoccecseees 02 

_., . .. Pl rrrrrrererrrrererrrn | 
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D16. 


D17. 


D18. 


D19. 


D20. 


El proyecto de investigacién parecia interesante. 


a eee ee ae a an 01 
ee. ee) 5s ek bee 02 
ee ae a ee ae ee gia eed 03 


Usted obtendria atencién extra por participar en el proyecto de investigaciOn. 


ee I ag a do ys @ ek a ae 01 
a Ls bh kc kee ee we wees 02 
ee ee eT 03 


E] proyecto de investigacién era una manera de hacer avanzar la ciencia médica. 


I Eee ee 01 
ee . é hss bob eN EARS OOO 02 
rr oi chbek ee beeeeeeed aeeeax 03 


Participar en el proyecto de investigacion le dio esperanzas. 


os. ee 01 
ng, ASST re rrererrs 02 
a. reer ee as eee ee 03 


Usted no tenia ninguna razon para po participar. 


EG? EEE 6 cc cc ec eee es be eeeeeas 01 
PPT «ceed wecesseeveadweeees 02 
_.. .. __, , SPPPOTETEPErrre Tyrer ee 03 


VAYA A SECCION F 
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Para Participantes en Proyectos de Investigacién de DIAGNOSTICOS 


Le voy a leer una lista de razones por las cuales algunas personas eligen participar en proyectos de 
investigacién médica. Para cada razon, por favor digame si ella contribuy6 mucho, poco, o nada a 
Su participacién en (NOMBRE QUE EL PACTENTE LE DA AL PROYECTO). 

TARJETA D 


D21. Sintid que tenia pocas alternativas. 


CD cis ee eases bake eens 01 
Ee <. 5s) oe kha be oS ee 02 
ESS GE oe eee oe ee 03 


D22. El proyecto de investigacién ofrecia la alternativa de un tratamiento mejor. 


era 01 
Ce «keeps tevekeseshéueees 02 
2 ee ee ere ee ee ee 03 


D23. _El proyecto de investigacién era uma manera de ayudar al préjimo. 


SCPE . osc cece cscvevadesees 01 
ll, err se. ee 02 
_, ...  ., Serre ECeTeeELeLy & ce 03 


D24. Su médico pensé que seria una buena idea participar. 


TC? «cctcbaeeseseneeeweee 01 
a SFr eT Terry ce Le 02 
PT +5 cwkeae ed eee doss thease o% 03 


D25. El proyecto de investigacién parecia interesante. 


2. Pres er ee 01 
Ce 6¢xrecédasecucesdddewees 02 
PEE wos 66h bere abn keeda eee es 03 


D26. Usted obtendria atencién extra por participar en el proyecto de investigacién. 


PME occcoecceessceeseesds 01 
PEE, ocbodbcesveuseeceeeoewes 02 
OPO SH Rac cicoeccuseucbeseuees 03 
1S 
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D27. El proyecto de investigacién era uma manera de hacer avanzar la ciencia médica. 


se a. iw we eee awe es 01 
RRS SS ee a 02 
Pr ee ee ree 03 


D28. _Particinar en el proyecto de investigacién le dio esperanzas. 


TCE, . sob 6 sastee eben eeeed 01 
re 4 be deed bee eee Oe 02 
‘a as a a bho ba a ee wd 03 


D29. Usted no tenia ninguna raz6n para no participar. 


CONTRIBUYO MUCHO..................... 01 
CONTRIBUYO POCO .................. ee 
ne aa ee 03 


VAYA A SECCION F 
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Para Participantes en EPIDEMEOLOGIA u otros Proyectos de Investigacién 

Le voy a leer una lista de razones por las cuales algunas personas eligen participar en proyectos de 
investigacién médica. Para cada raz6n, por favor digame si ella contribuy6 mucho, poco, o nada a 
su participacién en (NOMBRE QUE EL PACIENTE LE DA AL PROYECTO). 

TARJETA D 


D30.  Sintid que tenia pocas alternativas. 


ED . . 6 <n eeu a eeu 8066 beeen 01 
ee ere ea aa 02 
ee Es 4-0 6 4 544.94 Wee Gb aka se 8 03 


D31. EE) proyecto de investigacién ofrecia la alternativa de un tratamiento mejer. 


ET EE ¢ «6 ets eben dedencoeess 01 
DCE cecseeersedbesceteressens 02 
Pe oc kee cheek ee 6000 ob eo Oe 03 


D32. El proyecto de investigacién era la mejor manera de pagar por el tratamiento. 


so 0 0 ke ee eee 01 
TC cicccceaseteesevecdecs 02 
POPPE T TCT ET CLL EPTE Tee 03 


D33. Su médico pensé que seria una buena icea participar. 


CE, oi. ccecctebesesceboese 01 
es. ck cb eeeneeees es eee ud 02 
TTT ES ee ee ee ee 03 
D34. El provecto de investigacién parecia interesante. 
Ee eee eee ee ee 01 
EE “obs 6 0.4 6 60560 8666 KO-0 8 02 
PP -ci ceeebesdeeseestecesess 03 


D35. Usted obtendria atencién extra por participar en el proyecto de investigacién. 


TCD cco cevecsececvsescscens 01 

PEE cocccccccecccciocceses 02 

PPT TET CE PERETEEETT 03 
17 
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D36. El proyecto de investigacién era uma manera de hacer avanzar la ciencia médica. 


ES 5 yh a a oh Oia 80 6s 0 dle ae 01 
ee Son Ae Se 6 he oe ee oe a 02 
Ee #60 fe ves ve hae ie kk aw oe 03 


D37.  Participar en el proyecto de investigacién le dio esperanzas. 


Fe ee 01 
Ee eee ere a ee ee 02 
i ee. hee e beaks Sha aS ee 03 


D38. Usted no tenia ninguna raz6n para po participar. 


EE EEE og co bese eeececesenenes 01 
SPITE op ccccsetessoenuecsseeces 02 
EET nce ciactececssssvesesees 03 


VAYA A SECCION F 
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SECCION E. RAZONES Ps RA NO PARTICIPAR 


Por favor piense en el] momeni » en que se ie pidié participar en e] proyecto de investigacién médica 
y decidié no hacerlo. (SI SUC: DIO MAS DE UNA VEZ, PIENSE EN LA MAS RECIENTE). 


Le voy a ieer una lista de razones por las cuales algunas personas cligen po participar en proyectos 
de investigacién médica. Para cada razén, por favor digame si ella contribuy6 mucho, poco, o nada 
a su decisién de no participar en el proyecto de investigacién médica. 


TARJETA D 

Ei. Estar en el proyecto de investigacién médica hubiera sido incémodo. 
SORMI EG) PED co ccc cc ccc ececes eee 
I ens os ee wae he eee 02 
OE ns ca 5 a a bc Oi eS SAS 0 UES 03 

E2. El proyecto de investigacién médica era muy riesgoso 
ee ae ee ee 01 
i ..+ 6 Uidigs 6e 6 60s 4bee «een 02 
rr Se. 2, hk ibe tee te oe hoe OER 03 


E3. Participar en el proyect. de investigacién médica le hubiera costado dinero. 


SUEY CED oc ccc cccccccescessees 01 
DPT ceccecsescevcesseuee ve 02 
ss , , PPP TETEETELERE CTT 03 


EA. No queria ser trat. io como un conejillo de indias. 


ey . cbccecteseeveesueene 01 
ny s6 «he db b bas 68 0 oe ee Bae 02 
(ET TCLS ESE eT Pe 03 
ES. Hubiera sido inconveniente participar del proyecto de investigacién médica. 
ED ws bo 6 6 66 666 6. 0b oes 08 01 
nn a) ay 6 660 ob e 0 68 60% 0/0 0% 02 
EE 2 hes) bee se 600 6 6086 aeu ent 03 


E6. Usted deseaba que las decisiones médicas fuesen tomadas por su médico y por usted 
mismo, no por investigadores. 


TOPE oc cccccccccceseccsues 01 

UT TEEEED ci seceescveovecesoceneces 02 

SP EY kbc ueceeecebecesceetoeen 03 
19 


E7. Usted deseaba saber qué tratamiento le estaban dando. 


CCE, « ccccccenseuenessseu@n 01 
I Soe a 5 a ok a ca ea Gk dae eee 02 
MGs 64k ss a a oe so eke 03 


Es. Su médico pensé que no era buena idea participar. 


 . s Specs ce eee ss uwen ne 01 
re 02 
ee idk os nen ee en ehe ae 03 


E9. Estar en el proyecto de investigacién médica NO era la mejor manera de mejorar su salud. 


ED on 6 6 ch ecesce es babu was 01 

Ee ome 02 

4. lS rs 03 
20 


725 


SECCION F. ANTECEDENTES 


Ahora, desearia hacerle unas pocas preguntas mas sobre sus antecedentes. 


Fl. 


F4. 


FS. 


F6. 


jCual es su fecha de nacimiento? 


Mes Dia Afio 


ENCUESTADOR: ,;ES EL ENTREVISTADO MUJER O VARON? 


Rp PETS LE REEC EEL Ler 01 
cite eee ee. See ok oe eee 6S 02 
Indigena, Americano 0 de Alaska Ve Cee ee ee ae 03 
Asiftico 0 Islefio del Pacifico ............e0006- 04 
Alguna otra raza, ESPECIFIQUE 05 


{Cual es el dltimo grado o afio escolar que usted complet6? 


8 fT eee 01 
ESCUELA SECUNDARIA INCOMPLETA ......... 02 
GRADUADO DE SECUNDARIAOGED .......... 03 


ESCUELA TECNICA O VOCACIONAL INCOMPLETA . 04 
GRADUADS DE ESCUELA TECNICA O VOCACIONAL 05 


UNIVEKSIDAD INCOMPLETA ................ 06 
GRADUADO UNIVERSITARIO DE DOS ANOS ..... 07 
GRADUADO UNIVERSITARIO DE CUATRO ANOS .. 08 
POSTGRADO INCOMPLETO ...............4.4. 09 
POSTGRADO O TITULO PROFESIONAL ......... 10 
OTRO, ESPECIFIQUE il 


jCual de las siguientes alternativas describe mejor situacién de empleo, esta usted empleado 
con dedicacién exclusiva, mediA dedicacién, o desempleado? 


PPE TCERE TOPE ELCT LATE 01 

sie A i Oe oe a eg a ee 02 

rr re rrr re reer eet cer 2 ee 03 
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TARJETA E 


F7. jCual categoria describe mejor los ingresos combinados de su familia, sin descontar 


impuestos? 
IV ea sg 2 ey 01 
RRS Re Ao SNe Mba s eh anlar ae ee 02 
IRIS AE Ra cete gerd rag mage Ey ot 03 
ERE ESS ee) aS ee a oa 04 
SE NEGO A RESPONDER ................... 05 


F8. {Piensa Ud. que su salud en general es excelente, buena, regular, 0 pobre? 


Rk ek ee ee ee es ie 01 
Ui ek ck A Leia es ee es er ek td 02 
ee i oe ee a ee a ees eee 03 
Nt i Ne as a Se ed O04 


POP re rrr err yee ee eS ea es eee 01 
ee ree s oer eee hy oe Pee ee yee en ee 02 
~ SALTE A F10. 


F9a. ,Tiene Ud. se; uro médico privado (como Blue Cross/Blue Shield) ya sea de su 
empleador actual, de un empleador anterior, 0 por su propia cuenta? 


F9b. ;Tiene Ud. seguro médico piblico (como Medicare, Medicaid, etc.)? 


F110. {Hay algo mas que quisiera decirnos en relacién a los temas que estuvimos hablando 
durante esta entrevista? 


SI, ESPECIFIQUE 


[HAGA LAS PREGUNTAS DE LA SECCION G SOLAMENTE A AQUELLOS QUE HAYAN 
CONTESTADO "SI" A LAS PREGUNTAS B1 O Bla.] EN CASO CONTRARIO, AGRADEZCA 
A EL/LA ENCUESTADO/A POR SU TIEMPO Y FINALICE LA ENTREVISTA. 


SECCION G. DESEOS DE PARTICIPAR EN UNA ENTREVISTA MAS A FONDO 


Probabiemente llamemos hoy a cierto nimero de las personas entrevistadas para una entrevista mas 
larga sobre el mismo tépico. Acordaremos un horario conveniente para esta préxima entrevista 
dentro de las préximas dos semanas. La entrevista tendra una duracién de unos 45 minutos y los 
participantes recibiran $25 por su tiempo y gastos. ,Desearia usted ser llamado para arreglar una 
entrevista? 


is a ke ered A Sk ar ieee ares: 01 
~- ENCUESTADOR COMPLETE LA HOJA DE CONTACTO 
Rais SS RS eer ayn Se 

HORA DE FINALIZACION AM PM 
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SECCION H. OBSERVACIONES DEL ENCUESTADOR (COMPLETE DESPUES DE LA 
ENTREVISTA) 


Hl. (Piensa usted que esta persona pudo contestar las preguntas adecuadamente? Por ejemplo, 
jpiensa usted que esta persona entendiéd la mayoria de las preguntas? 


De AR ens). s 6s be eh eae ee eS 01 
NO, ESPECIFIQUE 02 


H2. iSe condujo la entrevista en un lugar propicio para obtener buenas respuestas? 


aera eee eEeRPET EL oe Cer es nee 01 
NO, ESPECIFIQUE 02 


[RESPONDA SOLO PARA AQUELLOS QUE CONTESTARON “SI” A LAS PREGUNTAS B1 O 


Bia.] 
H3. jPiensa que esta persona es una de las que deberian ser elegida para la entrevista en 
profundidad? 
SI, ESPECIFIQUE . Ol 
NO, ESPECIFIQUE 02 


SUBJECT TERVIEW STUDY , ae 

BRIEF SURVEY PATIENT REGISTER (BY CLINIC) a 

rs 

= 

O 

i 2 3 4 5 6 7 
a if NO, Reason y+ y if NO, Reasen a 
Patient ID# Meme PyESINO. (See Codes Below) "YESINO. (See Codes Below) YESINO 


0€Z 


Reasons for Refusal: 01 - Not Interested, 02 - Too Ill, 03 - Not Enough Time Before/After Appt., 04 - Other, Specify 
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EXHIBIT D: GENERIC CONSENT FORM (BRIEF SURVEY) 


PURPOSE OF STUDY: 

The Advisory Committee on Human Radiation Experiments was established by the President of 
the United States earlier this year to examine the ethics of research with human subjects. Although the 
Committee mostly is looking at how radiation research was conducted in the past, the Committee is also 
interested in how radiation research and research in other areas of medicine are conducted now. 
Therefore, we are interested in interviewing a lot of patients, some of whom are participants in research 
and some of whom are not. We want to know whether patients believe they are part of a medical 
research study and, if they think they are, to ask them more questions about their participation in that 
study. We are approaching patients who are being seen in either the cardiology, medical oncology, or 
radiation oncology clinic here at [institution]. We are conducting similar interviews with patients at 
many medical centers all over the country. 


PROCEDURES: 

If you agree to participate, we will interview you for about 5-10 minutes. During that interview, 
we will ask you questions about whether or not you think you are part of a medical research study and, if 
so, why you chose to participate and who else helped you to make that decision. We also will ask for 
your permission to talk to anyone else here who also might know if you currently are in a medical 
research study, such as your doctor, a researcher, a research nurse, or by looking at your medical record. 

In order to protect your confidentiality, ali interview forms only will have an identification 
number on them, and never your name. The list that links your name to your identification number 
always will be kept separate from any sheets that have information about you on them and eventually 
will be destroyed. 

If you decide to participate in this study, we will reimburse you $5 for your time. 

We also will ask everyone who agrees to be interviewed whether they would be willing to have a 
longer interview at another time and place that is convenient for them. People who have this second 
interview will receive an additional $25. 


RISKS/BENEFTTS: 

There are no physical or medical risks to you by participating in this study since it is only an 
interview study. It is possible that some of the questions we ask might make you uncomfortable or 
unhappy since some of them wilil be related to your health and your illness. However, we expect that 
most patients will find our questions easy to answer. Also, you do not have to answer any questions that 
you do not want to answer. There is no direct benefit to you by answering our questions. However, you 
will be helping us to learn more about what patients think about medical research. This will help us to 
better explain research studies to future patients. 

if you decide to participate, you do not have to answer any question that makes you 
uncomfortable, and you can change your mind about participating at any time. You will have the same 
quality of medica! care here whether or not you decide to be interviewed. 

If you want to talk to anyone further about this research study please call Dr. Winston Liao at 
(919) XXX-XXXX or [Dr. _at this institution and local IRB telephone #]. 


If you agree to join this study, please sign your name below. 
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SUBJECT INTERVIEW STUDY 
(Project #6106) 


—- CONTACT SHEET 


Use this form only for those respondents who complete the Brief Survey, 
thought of themselves as being research or experimental patients and 
consented to be contacted for the In-Depth Interview. [THUS, COMPLETE PATIENT NAME MUST 
ONLY FOR PATIENTS LISTED ON THE BRIEF SURVEY REGISTER BE OBLITERATED 


ID# Label 


WITH A “YES” IN COLUMN 7.] PRIOR TO SHIPMENT 
Name 
‘First “Middle ~ Last 
Street Address: 
City: State: Zip: 
Telephone number: ( ) ( ) 
(home) (work) 


What would be the best time/place to contact you 
FROM THE BRIEF SURVEY: 


1. Now a research subject (Q.B1) wo 01 No..... 02 
2. Previously a research subject (Q.Bla) \. 01 No..... 02 
3. Date of birth (Q.F1) / / 
Month Day Year 
4. Sex (Q.F2) Male .....01 Female ..... 02 
5. Spanish origin or descent (Q.F3) Vian Rian 
6. Race (Q.F4) Black ..... 01 White.....02 All Others ..... 06 
7. Last grade of school completed (Q.F5) 
tf rrr TTT ETT re 01 OUND GEE occ cvcccccsen 06 
Some High School ........... 02 2 year College graduate ........ 07 
High School graduate ......... 03 4 year ¢ graduate ........ 08 
Some technical/vocational ...... 04 Some Post wate study ...... 09 
Technical/vocational graduate .. . . 05 Post Graduate Degree ......... 10 
i k.sét 440ewn's 1] 
8. Private medical insurance (Q.F9a)  —_ 01 No.....02 Bilank..... 00 
9. Public medical insurance (Q.F9b) Yes.....01 No.....02 Blank ..... 00 


10. Veteran's Affairs (VA) benefits (Q.F9c} Yes .....01 No.....02  Blank..... 00 


11. Do you think this person would be someone who should be recruited for the in-depth 
interview? (Q.H3) 


01 ..... YES (SPECIFY) 
02 ..... NO (SPECIFY) 
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[PLACE LABEL HERE} 


EXHIBIT F 


SUBJECT INTERVIEW STUDY 
(Project #6106) 


INCENTIVE RECEIPT 


To compensate you for the time you spent answering our questions, we are paying you 
$5.00 cash. To indicate that you received the money, and so that the interviewer can be 
reimbursed, please sign below: 


I received $5.00 today. 


Name (Please Print) 


Signature ne eee By 


Signature of Interviewer _ a a 


Disposition: Original and yellow to Site Coordinator. Pink to client. 
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EXHIBIT G 


BRIEF INTERVIEW QUALITY ASSURANCE 


Hi, I'm and I work with the group that interviewed you 
recently in the hospital waiting room about medical research. In addition to that first shon 
interview, I know that you also agreed to talk to us again for a longer interview I don't know if 
you've had that second, longer interview yet, but I just wanted to see if that first. short interview 
was O.K. My questions for you now are not part of any interview. Instead, I just want to know 
how it was for you when the interviewer talked to you, whether you were treated politely, 
whether it went like you thought it would, and whether you have any suggestions for improving 
any part of our study. 

Would you mind if I just asked you a few questions now? (Either wav...... Thank you.) 


(1) How was your general experience with the brief interview? 


(2) How were you asked to be in the interview? 


(3) How was the interview explained to you” 
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(4) Was this explanation nght? That is, given what you were told, was the interview what 
you thought it would be like? 


(5) How was the interviewer who did the survey? For instance, was the internewer 
polite? Did you feel comfortable with the interviewer? 


(6) Where did the interview take place? 
Was this O K.? 


(7) Were you paid the $5’ 


(8) Those are all of my questions. Your feedback is really helpful. Is there anything else 


that we should know, or any way that we could do the interview better” 
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Once again, thanks for your particination, time, and effort. Have a nice day 
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SUBJECT INTERVIEW STUDY 
EXHIBIT H Pagent S6008) 


HOSPITAL/CLINIC RECORDS DATA 


(COMPLETE FOR ALL PATIENTS LISTED ON THE BRIEF SURVEY REGISTER WITH A "YES" IN 


COLUMN 3.] 
PATIENT NAME MUST 
1. Patient Study ID #: BE OBLITERATED PRIOR 
ID# Label TO SHIPMENT 
2. Patient Name: 
First Middle/Maiden Last 
3. Patient Date of Birth: Bt 4. Patient Hospital ID #: 
Mon. Day Yr. (or Clinic ID #, Medical Record ID #, etc.) 


S$. Patient Medical Diagnosis: 
(Use ICD-9-CM Code and/or a Written Description) 


6. | How many of the following sources did you check in your search for this patient's possible participation in a 


medical research project/experiment? 

a Hospital Computer YES ....01, NO....02 If NO, why ox (See Codes Below) 
b Research Computer YES ....01, NO....02 If NO, why ox (See Codes Below) 
c Medical Record YES ....01, NO....02-~ If NO, why ox (See Codes Below) 
d. Research Records ‘YES ....01, NO.:...02~ If NO, why nx (See Codes Below) 
e Research Nurse YES ....01, NO....02-~If NO, why oo (See Codes Below) 
f Research Pl YES ....01, NO....02 If NO, why ox (See Codes Below) 
g. Other, Specify beiow YES ....01, NO....@ 


Codes: 01 - Source not relevant for this institution 
02 - Established that patient was/is a research participant via another sov sce 
03 - Other, Specify 
7. Is there any evidence that this patient is currently participating in, or has ever participated in, a medical 
research pro‘cct or medical experiment at this hospital? 
YES .... 01 NO .... 02 


8. If YES, what was the primary source of this information? 
(Insert code from Q.6 above, a-g) 


9. Seip ee eee eee ee eae. [Cite patient. participated ia more 


9b. Project/Experiment Abstract Available: YES ....01 NO....02 IF YES, where can a copy be 


9c. ee epee Serene onan YES ....01 NO....02 IF YES, where can a copy be 
obtained’ 
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cs. Patient states thet research was at another institution _ Yes 


.__. No 


if yes, record supporting open-ended data element 


C9. Patient's statement suggests that what he/she participated in was not actually research. 
— Yes 
—. No 
if yes, record supporting open-ended data element 
C10. 


.. Yes 


._. No 


lf yes, record supporting open-ended data element 
C1i. Comments 


C12. Verified that the patient is/was a research subject? __ Yes 
.. No 
if yes, has the Hospital/Clinic Records Data Sheet been updated? _ Yes 
.. No 
C13. Status after Review (choose one) _ No longer discordant 


_| Remains discordant 


_| Unable to determine (specify below) 


a ee 


A 
. B 
—J © 


If No longer discordant, choose one: 


Participation verified at institution 
Participation at another institution verified 
Participation at another institution suggested but not verified 


oe > 


738 


Patient's statement suggests thet what he/she participated in was survey research only. 


lf Remains discordant, choose one: LD 
E | 


Unabie to resolve because research would likely be at another institution 

Unable to resolve at this institution due to unavailability of records 

Review suggests that respondent not likely to be a research participant 
(specify why below) 

G. insufficient information from open-ended responses 

H For other reason (specify below) 


7 


Specify why respondent is not likely to be a research participant: 
Specify other reason: 


if Unable to determine, explain: 
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EXHIBIT I 


SUBJECT INTERVIEW STUDY 


ANALYSIS OF DISCORDANT RESPONSES 


Al. Patient ID# 
A2. Type of Dis.ordance (Choose one) WU A2(a)_ 
Cc L] ate) | 
a. Patient does not believe he/she was a research participant--but we have 
documentation that he/she‘was a participant. [Go to B3) 
b. Patient believes he/she was was a research participant--but we have been 
unable to document such participaton. [Go to C6] 
B3. Verification of Documentation 
a. Verified documentation? LJ Yes 
_] No 
b. How? 
B4. Date of enroliment in documented study [MM/DD/YY] 
B5. Cornments 
B6. Status after Review: 
_! No longer discordant (Choose one) 
_] Remains discordant | 
rr) 
_ Other 
L 
if Remains discordant, go to B7 
if Other, comment: 
B67. if Remains discordant, seleci all that apply: 


_L Follow-up visite from prior research intervention at time of SIS interview 
U Survey research 
__] Minor intervention (e.g. tube of blood) 


if Minor intervention, please specify: 
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EXHIBIT J 
CHARACTERIZATION DATA SHEET 


I.D. NUMBER 


POPULATION DISEASE BURDEN 
LOW 
MEDIUM 
HIGH 


RESEARCH INCREMENTAL RISK 
MINIMAL 
GREATER THAN MINIMAL 


TYPE 
TREATMENT____ 
DIAGNOSTIC 
OTHER 
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Attachment 2: In-Depth interview Guide 


SUBJECT INTERVIEW STUDY 
(PROJECT #6106) 
In-Depth INTERVIEW 
S INTERVIEW 


GUIDE: 
Production Version 


For 


The Advisory Commuttee on 
Human Radauon Experunents (ACHRE) 


By 


Research Triangle instunse (RTT) 
P.O. Box 121% 


Research Triangle Park. NC 27709 


Ask these questions as written 


© Key points to cover 


M LIGMIHX 


- Possible questions for use when respondent doesn't spontaneously provide key 


information. 


- important concepts are printed in boid 


if the respéndent cannot recall which of several research project wes of interest in [ 
Survey interview, use the following priorities. 


1. Project conducted by researcher at CLINIC where interview conducted 


2. Other project at INSTITUTION where interview conducted 
3. Project from anywhere outside INSTITUTION where interview conductec 


Tiebreaker: Project that is most important to respondent 


PRIORITIES FOR PROJECT SELECTION 


EE a 


TAA. 


to ensure that policy recommendations are workable, successful, and make good sense to 
BEGINNING THE INTERVIEW patients like you 
» The entire session will be tape recorded, but your responses will not be linked to you 


» Thank you for coming. ['m glad you were able to make time to talk with me today (particularly 
personally. So feel free to say whatever is on your mind 


considering your illness). 
+ There 
+ Wy really appreciate your help; you are the expert. We know a lot about conducting research, are no right or wrong answers. 
Ww 
but not enough about what it's like to be in it! We need to learn from people like you so we can 


> Wi hear . 
do yor job better. @ want to hear what yoy think; about your beliefs, opinions, and ideas. 


+ We also want to know where your opinions 
> Tam (Be nevtral, non-threatening, familiar) one differ from others you know and others we have 


YOU MAY WANT TO SAY SOMETHING PERSONAL ABOUT YOURSELF, SUCH AS 


already spoken to. So don't worry if you think you what you have to say is “a little different.” 


WHY THIS TOPIC IS IMPORTANT TO YOU. 
* The discussion should take about 45 minutes. 


. The purpose of this interview is to find out your experiences, opinions, and ideas about 
* Do you have ions for me? 
participating in medical Thane teneeetons exe bal bocted as part of « national you have any questions for me? Okay, let's begin. 
study for a Presidental Advisory Committee. The information we collect will assist the 


Commitee to develop polices and procedures for medical research. We need your assistance 
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A. DESCRIPTION OF RESEARCH 


When you were interviewed a few (minutes/days/weeks) ago, | understand that you told 
the interviewer that you were (once) involved in a research project I would like to ask 


a few more questions about that 


Al. Please tell me about that research project. 


vr. 


What does (did) it ievolve? What do (did) you have te do? 
QO What do you call this type of research? 
. What's your aame for this project? 


- What kind of research study is? 
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Oo Dees (Did) « involve anything that's sew or special or different from regular medical 
treatment” 
S special drugs or weasments? 
© medical exams or tens? 


* — quesbonnaires or other informanon collected? 


a Th your opinion, why is this research project being dene? 


- Whe will benefit fom the results of this research? Other participants? Others later on? 
The researchers? How? 


- _ How do you thunk the information from the research project wall be used” 


- Is that why you're parucipating in the research proyect? 


Whar's in it for you? 


SUBJECT INTERVIEW STUDY: ip-depth Interview Gaids PRODUCTION VERSION 


A. DESCRIPTION OF RESEARCH (continued) 


~~ 


Are there other patients in this research project” 


{T} Are all patieats in this research project getting identical (medical) 
procedures or doing the same things? 


(T) What other tweatments are people in the research project getting? (Loot for 
possibility of asstgroment to place bo/control group) 


{(T) How is it deaded who gets which trestment? 
(Look for awareness of possibility of random axsignment vs Therapewtic 
Misconception (Tl get what's best for me) 


(T) }iow would/do you fee! about the possibility of testing « new treatment but not 


getting 0” 
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Do you knew amy (cr have you gotten to now any) of the other participants in this researct 
proyect? 


Did they have the same experience as you have’ 


— 


How were they different? 


SUBJECT INTERVIEW STUDY: in-depth lnterview Gaids PRODUCTION VERSION 


B. MEDICAL CONDITION 


* BL Is the research project related in some way to a medical (problem or) 
condition that you bave? 
iF YES: 
| Please ‘ell me about that medical conditios. 


Whee was it firs: diagnosed? When did you find out that you had 7” 


Whe told you that you hed 7? Was a someone at this hospital’ 


oO How serteus do you consder this medical condition’ 


O Do you have medical insurance pays/paid for your treatment in general (for things sot 


related to thus research study)? (Is « Private (like Blue Cross or an HMO)? Public (like 


Medicare)’ VA Benefits) 
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= 


iF NO: 


(T} What do they usually de to trest people with this condinon? 


As 8 research parbopant, s your treatment different® How? 
- Do many others with this condition participate in research’ 


(T} Why are you im « research study rather than just getting that standard treatmest? 


- (T) Were there any other ways to deal with your condition (other than hig Fesearch 


project)? 
- What were those alternatives’ 


Was there something else about you that made the researchers want you in ther research 


project? 


Why are you participating in a research project that's unrelated to your currem medical 


condiuion? 


» la-deoth Interview Gyide 
SUBJECT INTERVIEW STUDY: [n-deoth Interview Guide PRODUCTION VERSION SUBJECT INTERVIEW STUDY: PRODUCTION VERSION 
0 What did they tell you ebout getting out of the research project? About changing your 
treatment ia the middle? 


C. INTRODUCTION TO PROJECT 


, Think back to when you first heard about this research project. 
Ci. What did you know about the project before you decided to participate? 


0 What was going on at that time? 


we Who told you about the research project? o 
N 
| - _ How would you describe your medical condition at that time? Were you in the hospital 
0 What kinds of questions did you have? How were they answered? nes 
- Do you feel like you made a good decision about participating in the research project’? 
ao What did he/she/they tell you about the research project? 
QO How did you first hear about this research project? 
- What benefits were described? (Benefits of treatnient? Benefits of participating in 
tesearch?) 
. Who told you about it? 


- Where were you when you learned about it? 
: Were you told about any financial benefits? (Money payments or coverage of medical 
- How did you find out that you could be involved? 


expenses)? 


‘+o How was the research project explained to you? 


- What risks or side-effects were described? (Risks of treatment? Risks of pafticinating 
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D. DECISION TO PARTICIPATE 


Spl 


Di. 


After you heard about the research project, how did you become involved? 
Did you talk with sayene about whether or not you should take part? Who? 
- What did this person say? 


Did you think this porsea wanted yeu te participate? Why? 


. Aayoas else? 
Whe made the dscision to participate? 
- Whet made yeu decide to participate? 


° What went threagh your mied as you thought about taking part in the research 
project? 
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D2. Did you feel any pressure to take part, either from family, doctors, or from 
someoue else? Please tell me about that. 


Og What did they say or do that made you feel pressured? 
Did you feel uneasy about the decision? 
Oo Did you feel you could say ae? Why or why not? 
0 What kinds of choices did you have had you decided not to take part in the research project” 
oO Qutesieentatetaretremnntedtieteenedieden 
past? 


Did you have amy reasons ges to participate? 
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E. EXPERIENCES AFTER DECIDING TN PARTICIPATE 


El. 


602 


E2. 


After you had decided to take part in the research project, what did you do 


to become a part of it? 
Was there any sort of formal enrollment into the project? 


Do you remember signing anything to show that you agreed to take part in the research 
_ project? What kinds of things did it cover? 


Whe wes there when you signed the papers? 


Was anything done to help you pay for treatment or services because you were going to take 
part in the research project? Tell me more about that. 


Now that you're in (While you were im) the project, do (did) you feel like 
you could withdraw if you wanted te? At say time? 


Vika 
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Did you fee! pressured to stay ia the research project? 


Do you think the pressure to stay in is different from pressure to first participate? 


Did you ever waat to get out of the research? Why? 


Why didn't you withdraw? 
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PRODUCTION VERSION 


E. EXPERIENCES AFTER DECIDING TO PARTICIPATE (cominued) 


OSZ 


Since you have been involved in the research project, have you been 
satisfied or dissatisfied? Why? 


What do/did you like, or what is good, about the research project? What do/did you dislik: 
or what was bad, abeut the research project? 
Has being in # cesearch project been a geod experience? A bad experience? 


(T} What kind of side effects or problems does (did) participation in the research project cause? 


Was this problem caused by (he treatment itself or by the fact that you are/were ia a 
research project? 


(T} What good experiences does (did) participation in the project give you? 


E4. 
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PRODUCTION VERSION 
: Was this bencfit due to the treatment itself or by the fact that you are/were in 3 


What do you think that you will get (have gotten) out of being involved ia this research 
project? 


How do you think it would have been for you if you had decided not to take part in the research 
project? For example, the care you heve recerved, the costs, and the time that it requires. 


How do you feel sbout these differences? How do you deal with...? 
Would you participate egain ia a research project? Why? 
Under what circumstances? 


If a friend had the same condition as you, would you recommend that your friend take part” 
What would you say were the best things about this research project? 


The mest difficult things’ 
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F. EXPERIENCE IN OTHER RESEARCH PROJECTS 


Fl. Have you ever taken part in any other medical research project? 


Please teil me about that. 


LSZ 


Was it (al30) related to a sedical condition you have? 


How did that project compare to this project: 


Have you ever been asked to take part in another medical research project 


F2. 
and decided not to participate? 


Ptease tell me sbout that 


Why did you participate in this research project and met that one? 
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G. MEANING OF RESEARCH-RELATED TERMINOLOGY 


Sometimes people use different words or phrases to describe medical research 


Gl. 


G2. 


What does the term “medical research” mean to you? 


il 


- In your own words, how would you define “medical research?” 


Here are seme other terms sometimes used in talking about research (SHOW CARD): 
* ‘Study 

* = Clinical eriai 

« Medical expenment 

* Clinical investigation 


In your opinion, what, if anything, is different about the kinds of research 
that these terms refer to? 


What kind of research is the project we've been discussing today? 


0 


@Sd 


- What term weuld yeu use to describe this research project? 


- Would you use one of these terms te describe the research project we've been 


. Would you use seme other term to describe the research project? 


If your doctor said thet there was ome study of each of these types that might help your 
condivon, which one would you be most interested in? Why’ 


- Which one would you jeast want te participate in? Why? 


CONCLUDING THE INTERVIEW 


» Thank you. You've answered all my questions. Is there anything else you would like to add? = Anything 


FINAL ACTIVITIES 
CLARIFY ANY POTENTIAL MISUNDERSTANDINGS OR QUESTIONS 


A"FAKE™ ENDING OR TURNING OFF THE RECORDER SOMETIMES PROMPTS 
PEOPLE TO SAY WHAT I6 “REALLY” ON THEIR MINDS. 


PROVIDE A CONTACT ADORESS OR TELEPHONE NUMBER IF REQUESTED 
OR APPROPRITATE, SO THAT PARTICIPANTS MAY REACH YOU IF THEY 
HEAR OR THINK OF ANYTHING ELSE THAT MIGHT BE RELEVANT. 


ENGAGE THE LINGERERS IN DISCUSSION 


Tye 


STUDY 


CLINICAL TRIAL 
MEDICAL EXPERIMENT 


When you were mtervirwed 1 few (nimutanideye/werks age, | endarsiand thet you tebd the iaterverwor the! yeu were (ence) ieveived 


@ 0 research presect. | would lhe te anh 4 Grew more questions shout thet. 


_. SBCTION | 


dEUEE eemem cance 


A. 
7 


Al Pease tell me about that ruscarch project 


A2 Ase-all potionts in this rensasch peajest guuting identical (medical) 
__.. brgenderes of Gcing the some things? 


Bt ta the research project related m some way too medical (propia 
malt sgatitien that yan have? 


Ci = What dd you knew einout the preyert belies: yew decided to 


Di —s Aer you beard shod the research propect, bow did you become 
eee? 


02 Ond you foal amy prempene to Lake part eather from (ameby docton a 
a» OM temeone cles? Pleees tell me shout hat 


0} = What wore your renseme cx parucpaeg « the recverch progect? 


Ei. Afar you had decided to the part inthe sesansch praject, what did 
au . FORGO te bores 5 pert of a7 


EQ Mow tht you'e wm (Whale you were = the project) do (ded) you feat 
Het Ten could withtrew of you wanted to? Ai coy tome? 


Ei Seece you hiwe beam sewatwad wm the research propect hewe you hens 


-. Seeder Geeteied? We? 


ee om © oe 


~ 


. 
‘ 
ee ee oe 


at re 


vSZ 


| OTHER RESEARCH 


_EXPERIENCE 
MEANING OF 


RESBARCH 
RELATED 


|__ TERMINOLOGY 


£4. Would you participate again in a scscerch project? Why? 


Fi. spacetime vl 


ee ee eee ee —— = ee ee ee emmemes me 


GI. What does the term "medical research” mean to you? 


G2. in your opinion, what, if anything, is different about the kinde of 


research that these terms refer to? (SHIOW CARD 
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EXHIBIT L: GENERIC CONSENT FORM (IN-DEPTH INTERVIEW) 


PURPOSE OF STUDY: 

We would like to gather more detailed information concerning your participation in medical 
research. We are asking everyone who already has completed a short interview who said they are 
participants in medical research if they are willing to be interviewed for a longer period -- about 45 
minutes -- about the same topics as we discussed with you when you completed the short interview. 


PROCEDURES: 

If you agree to participate, we will interview you for about 45 minutes. This interview will be 
audiotaped. During the interview, we will ask you questions about why you chose to join a medical 
research study and who else helped you to make that decision. We will ask you what you think are the 
advantages and disadvantages of participating in medical research. 

In order to protect your confidentiality, the audiotape only will have an identification number on 
it, and not your name. The list that links your name to your identification number always will be kept 
separate from any sheets or tapes that have information about you on them and eventually will be 
destroyed. 

Everyone who completes this second interview will be paid $25 at the time the interview is 
conducted to partially reimburse you for your time and to offset any costs you might have incurred 
related to the study, such as travel or parking. 


RISKS/BENEFITS: 

There are no physical or medical risks to you by participating in this study since it is only an 
interview study. It is possible that some of the questions we ask might make you uncomfortable or 
unhappy since some of them will be related to your health and your illness. However, we expect that 
most patients will find our questions easy to answer. Also, you do not have to answer any questions that 
you do not want to answer. There is no direct benefit to you by answering our questions. However, you 
will be helping us to learn more about what patients think about medical research. This will help us to 
better design and explain research studies to future patients. 

If you decide to participate, you do not have to answer any question that makes you 
uncomfortable, and you can change your mind about participating at any time. You will have the same 
quality of medical care here whether or not you decide to be interviewed. 

If you want to talk to anyone further about this research study please call Dr. Winston Liao at 
(919) XXX-XXXX or [Dr. _at this institution and local IRB telephone #]. 


If you agree to join this study, please sign your name below. 


755 


Name of Interviewer. Today's Date: 


Interviewer |.D. Time Began: Time Ended: 


Place: 


Recruitment Strategy: 
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Ma <a + ae soe oe 


~—e eee . _—_——_— ~« 


1. Describe any logistical difficulties that need to be addressed in future interviews. 


2. How would you describe the personality/characteristics of this respondent? 


3. What major themes, opinions, norms, or ideas came out of this In-Depth interview? 
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4. Any new ideas that came up? Anything that might require a new analysis code? | 


5. What issues should be followed up in future In-Depth interviews? 


6. Were there any questions that worked particularly well? 


Were there any questions that didn't work at all? 
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oe 


7. Were there any problems with this interview that should be taken into account in the analysis? 


8. Was this a good In-Depth interview? Why? 
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DO NOT WRITE HERE 


1. What was the respondents general attitude toward research? 1. 
C Positive 


C) Negative 


2. How sure was the respondent that he/she was a research participant? 2. 
O Very Sure 
C Somewhat Sure 


2 Not At All Sure 


3. Did the respondent consider there to be any risks to research participation? 3. 
OYes 
CINo 


4. Did the respondent feel he/she chose whether or not to participate? 4. 


Yes 


CJNo 
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5. Did the respondent report any pressures to participate not related to illness? ere 
© None 
OC) Some 


OA lot 
6. Did the respondents’ description of study disclosure sound complete? ae 
OYes 


CINo 


lf NOT, why not? 


7. Was there any evident lack of understanding about research? ae 


OYes 
CINo 
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What misperceptions were there? 


oO oO oO O O O 


8. What reasons did the respondent give for participating in the research? 


BR  heseme a os he hl hue lh eh 
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9. What type of study was the respondent participating in? 


10. Were there any great quotes? If so, transcribe them FROM THE TAPE. 
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EXHIBIT O: IN-DEPTH INTERVIEW--CODING MANUAL 


INSTRUCTIONS FOR CODING In-Depth 
INTERVIEWS FOR THE SUBJECT INTERVIEW 
STUDY (SIS) 


Advisory Committee on 
Human Radiation Experiments (ACHRE) 


This document is a reference and training tool to be used by staff coding In-Depth 
interview data on research participation. There is plenty of space to elaborate 
based on discussions during training. 


IN PREPARATION FOR TRAINING YOU WILL BE ASKED 
TO REVIEW 5 INTERVIEW TRANSCRIPTS. YOU WILL BE 
ASSIGNED 2 CODES AND ASKED TO PICK SOME 
EXCERPTS THAT EXEMPLIFY THE CODES DESCRIBED 
AND WRITE THEM IN THE "EXAMPLE" SPACE 
PROVIDED UNDER EACH CODE DESCRIPTION. 


THE TWO CODES ASSIGNED TO YOU ARE: 
l. 


2. 
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INTERVIEWER NAME _. PATIENT ID# 
OVERVIEW 


Global Codes, the final coding scheme for the Subject Interview Study (SIS) In-Depth interviews, reflect 
several rounds of review at the levels of conceptualization and implementation: 


Global Codes have their origins in (1) the four original analytic domains of the SIS: general beliefs and 
perceptions about research, personal experiences and understanding of research, reasons for 
participating, and voluntariness of participation, (2) issues and concepts significant to respondents 
themselves as identified during a review of an initial set of completed transcripts, (3) additional topics of 
interest to the ACHRE as expressed during their review of proposed codes 3/17/95. 


ACHRE and RTI staff have agreed to employ an intermediate level of coding, collapsing the former 
distinction between Domains and Codes presented in the interviewer training manual. Scaling back the 
number of final codes will facilitate timely processing of data for analysis, keep respondent comments 
and ideas as contextual as possible, and keep both the attention of the coder and the analyst on broad 
domains that have potential policy implications. 


WHY CODE? 
One of the challenges of qualitative data analysis is the sheer quantity of information to be analyzed. 


Coding provides a means of sifting through the data and sorting it in more manageable chunks. Analysts 
will then review the data by code and/or combinations of codes looking for themes, patterns and 


metaphors which encapsulate respondent perceptions as well as discrepancies. 

HOW WILL CODES BE USED? 

Once the hard-copy transcripts of the interviews are coded, they will be reviewed by other coders as a 
consistency check. Discrepancies in coding will be arbitrated by Rose Etheridge or Elissa Adair. Final 


codes will than be entered into a software package for the analysis of qualitative data. Reports will then 
be printed out which contains segments of text from all the different interviews with the same code. 


HOW WILL CODING WORK? 
Training will provide an opportunity to clarify coding concepts and procedures and cross-check between 
coders. After training, coders will receive a pack of interviews to code. Coded interviews will be 


returned to-Rose. Instructions for use of typographic symbols to indicate which codes begin where on 
the hard copies should be followed to the letter. These instructions ease data processing considerably. 


GENERAL RULES 


Always code opposites together. If you can't figure out where a statement belongs, try to turn it around 
to its opposite and see if it will fit into one of the categories. 


Always overcode. It is better to put both codes down if you have any question about which category is 
most appropriate. 
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INTERVIEWER NAME PATIENT ID# 


If the interviewer's question sheds light on the respondent's answer, code back to the question, even if the 
question is not immediately prior to the response. 

TYPES OF CODES 

There are two types of codes: labels and concepts. Labels are used to mark every instance of a certain 
thing in a text, like a term or experience. Concepts refer to a broader sequence of events or processes. 
All of the label codes described come with a set of key words. Whenever a key word occurs, CODE IT. 
Concept codes do not come with a set of labels. It is necessary for coders to have a clear idea of what 
ideas and research questions are encapsulated in each code. This document is to assist coders in 
understanding the concepts behind the codes. 

SUMMARY OF CODES 

The codes are as follows: 


This code is about general, as compared to personal, commentary abgut the research process. 
GEN: GENERAL APPRAISAL OF RESEARCH 


This series of codes relate to how and why respondents became research participants. They include 
eae woot pt ied sti. 


PER: PERSONAL EXPERIENCE OF RESEARCH 
BCM: BECOMING 

ALT: ALTERNATIVES 

VOL: VOLUNTARINESS 

REAS: REASONS FOR PARTICIPATING 

CON: CONSENT 


These next two topics were chosen as important for understanding the participants’ point of view as 
based on pilot data and preliminary review of interviews. 


BB: BLURRED BOUNDARIES 
TRU: TRUST 


The next two codes are label codes. While they are likely to contain important concepts in regard to how 
participants perceive research, they are to be used as a label to mark the use of certain vocabulary in the 
text. 


TRM: TERMS 
RAD: RADIATION 


The last and final code is to be used by you (the coders) for anything important that the above codes 
might have missed! 
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INTERVIEWER NAME PATIEN | uw 


NOTE: NOTEWORTHY 


NOTES: 
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INTERVIEWER NAME PATIENT ID# 


GENERAL APPRAISAL OF RESEARCH (GEN) 


TYPE OF CODE: Concept 
What are respondents’ attitudes about research, in general? 
Encompasses respondent's belief structure regarding research, in general. This code is not appropriate 


for respondent's personal experience of research, but rather, what s/he thinks of research more generally. 
Potential overlaps: TRM, PER 


Definitions of and/ or concrete descriptions of research. 
Evaluative statemerits about research: good, bad, expensive, promising, exploitative, etc. 


Concrete examples of benefits or detriments of research: advances knowledge, helps people, 
creates better treatments, etc. 


Respondent's attempts to generalize about research from his/her own experience 


EXAMPLE: 


NOTES: 
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INTERVIEWER NAME PATIENT ID# 


PERSONAL EXPERIENCE (PER) 


TYPE OF CODE: Concept 


What has been the respondent's personal experience with research? Most importantly, were their 
experiences positive or negative? How so? 


Considers respondent descriptions of his/her own experience participating in research, his/her own 
understanding of the particulars of the research, and his/her attitudes toward the research project they 
are/were in (e.g., beneficial, harmful, inconvenient). Some respondents may more readily use technical 
and medical details in describing their research experience, while others more readily convey the social, 
emotional, or moral aspects of their experience. | 


Evaluative statements regarding personal research experience: ee reassuring, 
beneficial, not helpful, inconvenient, etc. 


Discussion of benefits (e.g., improved health, better treatment, hope, time) and/or detriments 
(e.g., risk, poor outcomes, bad side effects). 


Discussion of the context for research participation experience: illness, social relationships 
(whether with intimates or professionals), institution, etc. 


Discussion of how respondent was treated by research study staff. 
Descriptions of research project in which respondent has participated, whether diagnostic, 


therapeutic, epidemiological, or survey. Also, respondent details regarding research particulars 
such as procedures, hospital visits, side effects, etc. 


EXAMPLE: 
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INTERVIEWER NAME PATIENT ID# 


BECOMING A RESEARCH SUBJECT (BCM) 


TYPE OF CODE: Concept 
How did the respondent end up in the research project? 


Encompasses the process (including decisions, actions, relationships, etc.) by which a respondent became 
a research subject in his/her own words. For some, becoming a subject may have been a matter of 
deciding, for others a matter of simply acting. While REAS focuses on the "why" of participation, BCM 
focuses on the "how." BCM is also sensitive to whether or not a respondent sees him or herself as an 
active or passive agent in the process of becoming a research subject. Potential overlaps: VOL, REAS, 
TRU, CON 


Discussion of the sequence of events through which respondent ended up in what s/he considered 
to be a research project. 


Description of steps respondent took to become a research participant: 


"Thinking" steps such as acquiring information, weighing risks and benefits, weighing 
input from others, deciding to join and/or stay. 


"Doing" steps such as seizing the only option available, joining the project. 
References to any people to whom the respondent turned to for advice, information, comfort, or 
support with respect to research participation, whether providers, researchers, family members, 
friends, other patients, etc. 


EXAMPLE: 


NOTES: 
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INTERVIEWER NAME PATIENT ID# 
"ALTERNATIVES (ALTS) 


TYPE OF CODE: Concept 


Did the respondent consider there to be any alternatives to research participation? If so, what were 
they? If not, why not? 

Identifies excerpts in which the respondent discusses what alternatives to research participation, if any, 
were available to him or her or not, also what his/her experience would have been if s/he had not 
participated in research. This category will be most applicable to respondents who are or have been 
enrolled in therapeutic or diagnostic research rather than those in epidemiological or survey research. 


Descriptions of medical alternatives available or not to the respondent: therapies, procedures, 
diagnostic techniques, medications, etc. 


References to the fact that respondent had no other medical options or had exhausted all other 
options. 


Respondent's account of being told what his/her alternatives to research would be; of who 
discussed alternatives with him/her. 
Descriptions of a more philosophical nature, that is, what the patient would face if they did or did 


not participate in research: certain death, less time with family, hopelessness, certainty, 
uncertainty. etc. 


EXAMPLE: 


NOTES: 
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INTERVIEWER NAME PATIENT ID# 


VOLUNTARINESS (VOL) 


TYPEOFCODE: — Concept 


Is voluntariness communicated and understood as an integral part of research practice? If so, how? If 
not, how not? 


Captures the extent to which respondents believe they, as individuals, freely participated in research or 

not and considers instances in which a respondent felt pressure or coercion to join in or stay in research. 
"Pressure" could come from a number of sources: research staff, personal physician, family members. 

Voluntariness or lack of voluntariness may be expressed in different ways. Participants may describe a 

situation where they were given a choice, where they made a decision, or where they let things happen to 
them, etc. Potential overlaps: CON, BCM, TRU, REAS 


Discussion of people who played a role in respondent's decision to join and stay in research or 
not (family, friends, other patients, research staff, personal physician, etc.). 


Discussion of the decision was predominantly the respondent's own vs. predominantly someone 
else's. 


Discussion of respondent's sense of freedom to join or decline research, request changes to 
treatment, leave in the middle of the study, ask for more information, etc. 


Discussion of any pressure respondent felt to join or stay in the research study. 
Discussions of extent to which respondent felt him/herself to be a willing research subject. 
Descriptions of respondent's sense of control over his/her own destiny in research. 
Discussion of respondent withdrawing from or altering treatment. 

Pamasten Gut eenpantuns tase o Gib exhtnen dhe bad tee eptien of Gustining ema, 
modifying treatment, withdrawing. ; 


EXAMPLE: 
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INTERVIEWER NAME PATIENT ID# 


NOTES: 
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INTERVIEWER NAME ) PATIENT ID# 


REASONS FOR PARTICIPATING AND CONTINUING IN RESEARCH (REAS) 


TYPE OF CODE: Concept 
Why do respondents’ participate or not participate in research? 


Covers motivations/incentives/disincentives for participating, not participating or continuing in research. 
Potential overlaps: GEN, CON, BCM. 


Descriptions of role that respondent's illness had in decision to participate (e.g., severity, type) 
Remarks regarding the potential health benefits or side effects of research treatment. 
Caution: Code description of side effects of research treatment if it was a 
reason respondent stopped. If respondent is just talking about side effects that 
happened, then excerpt should be coded PER. 


Discussion of how money matters affected decision to join or stay (e.g., insurance, drug cost, 
payment for participation). 


Comments regarding a desire to help others (e.g., patients, people with same disease, doctors, 
researchers, "society"). 


Discussion of personal things to be gained through participation (e.g., hope, a future, a sense of 
control, more time with family). 


EXAMPLE: . 


NOTES: 


774 


INTERVIEWER NAME PATIENT ID# 


CONSENT (CON) 


TYPEOFCODE: — Concept 


How do respondents’ describe and assess the process through which they are included as part of 
research? 

Encompasses the respondent's experience with and appraisal of the consent process from recruitment and 
information exchange, to agreeing to participate and signing a consent form. CON considers 
respondent's descriptions of the formal consent process as well as anything significant to the 
respondent's own definition of consent. Potential overlaps: BCM, VOL, TRU 


Respondent's description of the consent process: what it is, how it works, who plays what role, 
- what is the fina! outcome. 


Descriptions about how respondents were approached, who approached them, how research was 
initially described, how consent was obtained. 


Any evaluative remarks regarding a good or bad means of acquiring consent. 


Description of patient's experience with and subjective assessment of the formal consent process 
with its emphasis on information exchange and decision-making. 


Remarks as to what role "information" played in patient's agreeing to participate -- 
having conversations with staff, forms, reading a consent form. 


Recollections of having signed a consent form. 
Details about the meaning or value of the "consent form" to the patient. 


Remarks indicative of respondent's own definition of “consent” or model of "consent" that poses 
as an alternative to or reinforcement of institutionalized process. 


EXAMPLE: 


NOTES: 
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INTERVIEWER NAME PATIENT [D# 


BLURRED BOUNDARIES (BB) 


TYPEOFCODE: Concept 


Is the research experience distinct from the respondents’ experiences of illness and health care? If it is 
distinct, where is it distinct? If it is blurred, where is it blurred? 


Covers the extent to which research participation, in the respondent's mind, is distinct or not from his/her 
illness experience and/or experience with the health care system. Considers at what point the boundaries 
among research, illness, and health care are distinct or blurred: research vs. treatment; researcher vs. 
provider, subject vs. patient, résearch institution vs. non-reseerch institution; medical condition vs. 
side effects of experimental treatments. Potential overlaps: All Global Codes 


EXAMPLE: 


NOTES: 
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INTERVIEWER NAME PATIENT ID# 
TRUST (TRU) 


TYPE OF CODE: Concept 


On what types of individuals, institutions, technologies, or information do respondents rely as research 
subjects? Which do they trust and why? Which don't they trust and why? 


Considers any commentary regarding the respondent's trust or distrust as well as confidence or lack 
thereof, in the people and processes of research, such as institutions (e.g., FDA, drug companies, 
hospitals, universities, IRB), professionals (researchers and health care providers), medical technology, 
and information. Potential overlaps: REAS, BCM, PER 
Descriptions of institutional mechanisms (e.g., FDA, IRB, "the market") and/or moral 
mechanisms (e.g., doctor's obligation to help patients) in place to protect research subjects. 
For example, 
How doctors or the "system" wouldn't let you try a drug that could be harmful. 
How a respondent couldn't have the placebo because she trusts his/her doctor. 


Discussion regarding the validity, reliability of information provided to respondent. 


Discussions of the interests held by the various parties involved in research (subjects, 
researchers, research institutions, regulatory agencies, drug companies). 


Discussion of respondent's relationships with physicians and research staff. 


EXAMPLE: 


INTERVIEWER NAME PATIENT ID# 


NOTES: 
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INTERVIEWER NAME PATIENT ID# 


TERMS (TRM) 


TYPE OF CODE: Label and Concept 


KEY WORDS: (medical) research, study, clinical trial, (medical) experiment, (clinical) investigation, 
protocol, program, etc. 


What words do participants use to refer to research? How do they distinguish between kinds of research 
in their vocabulary and narrative? 


As a labelling code, Terms marks any words or the phrases the respondent uses for "research" (e.g., 
study, experiment, trial, clinical investigation) as well as concrete examples. As a conceptual code, 
Terms covers the patient's own categories or gradations of research activities and attendant values (e.g., 
"Experiments are risky; their results are uncertain.” "Studies don't involve invasive procedures." "A 
clinical trial uses tried and true methods, so I wasn't worried about signing up."). Potential overlaps: 
TRU, GEN, PER 

Label: 

Any word used for research however idiosyncrat: 

Definitions and/or concrete examples of research terms. 

References to respondent's own categories of research. 

Descriptions of the range of research activities and their distinctive traits. 


EXAMPLE: 


NOTES: 


INTERVIEWER NAME PATIENT ID# 


RADIATION (RAD) 


TYPE OF CODE: Label and Concept 

KEY WORDS: x-ray, radiation, dyes, cobalt, radiologist, barium 

As a labelling code, Radiation identifies any respondent commentary on radiation, whether related to 
research or not. As a conceptual code, Radiation encompasses the respondent's feelings toward 
radiation, its use in research in general, and its role in his/her decision to take part in a research project or 
not. Excerpts will assist in analysis of comparisons between radiation-research subjects and 
nonradiation-research subjects, and for evaluating general attitudes toward radiation. Potential overlaps: 
All Global Codes. 


Label: 


Any use of words or phrases regarding radiation (x-ray, dyes, cobalt, radiologist, barium, etc.) If 
unsure whether or not a procedure involves radiation, go ahead and code it. 


Concepts 


Descriptions of any experience the respondent has had with radiation, whether research-related 
or not. 


Commentary regarding the value (positive or negative) of medical uses of radiation. 
Feelings toward radiation, in general. 


EXAMPLE: 


NOTES: 


INTERVIEWER NAME 


PATIENT ID# 


781 


NOTEWORTHY (NOTE) 


TYPEOFCODE: Concept 


Provides coder the option of coding an extraordinary passage for which no unique code exists. As a 
miscellaneous category, NOTE empowers coders to identify transcript excerpts worthy of consideration 
during analysis. Coders, however, should use this code sparingly to retain its potential value to 
analysis, i.e., coders should avoid using this code as a dumping ground for passages more thoughtfully 
included in existing categories. 


Passages of text that do not fit into existing codes, but which command attention as concepts or 
issues significant to final analysis and policy questions. 


EXAMPLE: 


NOTES: 
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EXHIBIT P: DATA ENTRY MANUAL 
OVERVIEW 


This manual provides documentation of the purpose, procedures and methods for entering codes 
for the In-Depth Interviews for the Subject Interview Study sponsored by the Advisory Committee on 
Human Radiation Experiments. 


About the Software 


"TALLY" is the qualitative data analysis software package that we will use for this project. The 
software is designed to sort textual data. It captures ideas and concepts from transcripts of interviews 
using codes input directly to the electronic text file. TALLY can extract coded text from the electronic 
text file, count code frequency and generate reports based on the coded information. 


Basic TALLY Elements 


For our purposes, TALLY has three parts: (a) a hard copy of the original interview with 
handwritten codes identifying specific ideas or concepts, and (b) an electronic file of the origina! 
transcript, and (c) a finished coded data file. 


Basics to Entering the Codes 


With each PC diskette, you will receive hard copies of the coded interviews. The hard copy will 
be double-spaced with handwritten codes and brackets written just above the typed text. It will be your 
job to type in the hand-written brackets and codes exactly as they appear on the hard copy into the 
TALLY data entry screen. 


Data Management 


The In-Depth interviews were recorded, transcribed, and stored as ASCII files to be used in 
TALLY. There are five (5) interviews per PC diskette. The transcribed data files have a unique client 
ID as their file name followed by the extension . TXT. 

An additional file, created by TALLY, is the file you will use to code the transcribed data file. It 
is a duplicate of the transcribed file with a different extension (.DAT) to separate it from the original. 
Both the text file and the duplicate file for coding are provided on the diskette. For example, 


334202-9.txt = name of a transcribed data file. 
334202-9.dat = _ name of the duplicate, transcribed file to be used for coding. 


Batch Information Sheet 
On the top of each batch, there will be a form to fill out for each of the interviews. It will require 


you to sign your initials next to each of the files you code, give the date you coded the file, how long it 
took you to code the file, and the outcome of the coded document. 
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There will be two options for the outcome field. Check the field if the document was coded and 
saved without error. Place an "I", for incomplete, in the field if the file was coded and not saved without 
error. 


TECHNICAL 
Symbols 


The following symbols are used here to denote specific keyboard actions when typing in 
commands or executing commands: 


= This symbol means to leave one space between text. 
Gu This symbol means to press the return/enter key to execute a command. 


Executing the TALLY Software 


TALLY has been loaded on the C: drive of the PC in a subdirectory called TALLY. To execute 
the TALLY software, you must be in the subdirectory TALLY. To begin a TALLY session, type 
"TALLY". For example, 


at the C:> prompt, type ...............005- CD & TALLY _ 
at the C:\TALLY> prompt, type ............ TALLY a 


A screen will appear with a menu bar across the top. The menu bar includes such topics as (a) 
Analysis, (b) Reports, (c) Mnemonics, (d) Utilities, and (e) Quit Tally. You will only be concerned with 
the "Analysis" menu. 

To exit any TALLY session without saving any work, press the escape key until you return to the 
C:\TALLY> prompt. 


Analysis Menu 


At start-up, the Analysis menu will be highlighted by default. To pull down the menu, use your 
return/enter key. A menu including the following topics will appear: (a) Mnemonics Set, (b) Text File, 
(c) Codings File, (d) Editor, and (e) Hard Copy. You will only be concerned with the first four topic 
items. 

You must execute each of the first four topics, in sequential order, in order to complete the data entry 
for an interview. You begin with the Mnemonics Set. 


Mnemonics Set 
The Mnemonics Set provides TALLY the name of the file holding the codes to be used during data 
entry. There will only be one file of this sort in the TALLY subdirectory. The file is named 


PILOT.SET, and you must choose this file at the beginning of each TALLY session. 
To choose this file, highlight the Mnemonics Set topic item, then press your return/enter key (a 
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dialog box will appear). Two dots (..) will be highlighted in the dialog box; use your right arrow key to 
highlight the PILOT.SET file, and press your return/enter key to return to the topic box. Now you will 
be ready to move on to the Text File option. 


Text File 


The Text File option provides TALLY with the name of the interview file you want to code. Choose 
this item by highlighting the option and pressing the return/enter key. A dialog box will appear showing 
no files. You must tell TALLY where the files are located to see a listing of the five available interviews 
to code. Do this by typing A:\ and press your return/enter key. 

Five files will appear in the dialog box. 

Choose the file you wish to code, then press your return/enter key. You wiil return to the topic box 
and be ready to move on to the Codings File option. 


Codings File 


The Codings File option provides TALLY with the name of the file used to hold the coded interview. 
Choose this item by highlighting the option and pressing the return/enter key. Similar to the Text File 
option, a dialog box will appear showing no files. Type A:\ and press the return/enter key. 

Five files will appear in the dialog box. Choose the file that IDENTICALLY MATCHES the Text 
File name you are currently using. Press the return/enter key to return to the topic box. Now you will be 
ready to move on to the Editor option. 


Editor 


The Editor is where you will begin to actually enter the codes into the electronic file as they appear 
on the hard copy. Only after you have completed the first three steps can you highlight this option and 
press the return/enter key. 

A copy of the interview will appear on the screen. If an error occurs and either the screen is blank or 
a different file appears, redo steps 1, 2, and 3 (i.e., retrace your steps from the Mnemonics Set, the Text 
File, and the Codings File). Make sure you have asked for identical files and the problem should be 
resolved. 

Moving from lefi to right, type in the brackets and codes, exactly as they appear on the hard copy, on 
the blank line above the text. Use your F2 key for a selection of codes to be placed above the text, or 
type the code. 

If typing the codes above the texts proves to be easiest for you, rather than using your F2 key to have 
TALLY insert the code, be sure you do not type the codes wrong. TALLY will not report errors for 
mistyped codes. Mistyped codes are not used in all TALLY reporting and data can be lost. Therefore, it 
is very important codes are placed and spelled properly. 

Brackets are very important in this process. They provide TALLY with the beginning and ending of 
the concept to be coded. For every left bracket, you must have a right bracket. If this does not occur, 
TALLY will give you an error when you try to save your work. You must resolve unbalanced brackets 
before the interview can be used for TALLY analysis. 
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Exiting the Editer 


After you have finished coding the interview, exit the editor by holding down the Alt key and X 
- letter key at the same time. If you must exit the coding processs before you are finished use your Alt X 
combination of keys to save your work and exit TALLY. To return to your previously coded file, follow 
steps 1, 2, and 3 as if you are beginning a new case and you can begin where you left off. Notice there is 
a line counter at the top of the menu bar in TALLY to quickly find the line number where you left off. 


Errors When Exiting the Editor 
If TALLY indicates there is an error when saving your work, first try to resolve the error (most likely 


unbalanced brackets). Should you not be able to resolve an error, continue to save your work in the 
normal manner and flag the interview as Incomplete on the batch informat on sheet. 


Brief Technical Overview 

At the C:\> prompt i PPT TeTTTT TT ere a 
SEE HaGhewhsesescpoevesece sseubs a 
Highlight Analysis...................4. e 
Highlight Mnemonics Set .............. a 
Highlight PILOT SET .......cccccecess = 
ge a 
ETT TerTrTTTTTTTTTrTTiTe a 
Highlight desired Text File ............. a 
Highlight Codings File ................ ha 
PPPrerT TTYTTITTTTTTTTri rere oo] 
Highlight desired Codings File .......... = 
6 2660kb 6b c006 0000004 a 
Enter codes 
Press ALT X simultaneously to save work 
Complete batch information sheet 

Errors when saving: 


¢« Do not continue the saving process and return to document. 
¢ Try and resolve any unbalanced brackets and resave. 
¢ If there are still errors, flag the interview on the batch sheet. 


Codes (Mnemonic Set) 
GEN General Appraisal of Research 
PER Personal Experience with Research 


REAS Reasons for Participating 
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CON Consent 

BCM Becoming 

TRU Trust 

BB Blurred Boundaries 
TRM Terms 

RAD Radiation 

ALT Alternatives 
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OUTSIDE VIEWS ON THE CURRENT SYSTEM 
FOR THE PROTECTION OF HUMAN SUBJECTS 


To augment our understanding of the important issues in the oversight of human subject research, 
the Advisory Committee sought outside views on the current system for protection of research subjects. 
Our invitation for written comments on the oversight system was extended to four categories of 
individuals: 


l. chairs of institutional committees responsible for the review of all research involving human 
subjects at their institutions (IRB chairs), 

2. chairs of institutional committees that specifically review the use of radioactive materials and 
radiation at their institutions (radiation safety committee or radioactive drug research committee 
chairs), 

3. radiation researchers, and 

4. heads of professional societies whose membership employs radiation or radioactive materials in 


their professional activities (e.g., nuclear medicine, radiological, and health physics societies). 


This selection of individuals was initially based on the institutions included in the Advisory 
Committee's Research Proposal Review Project (see chapter 15 of the Advisory Committee's final report), 
and was enhanced by suggestions from members of the committee. The selection was meant to represent 
large research centers and professional groups intimately involved in protection of research subjects and 
radiation safety policies, but it was by no means an exhaustive or highly varied sample. It was intended 
to help us arrive at a general sense of the important issues from those involved with them on a daily basis. 

We asked respondents for their thoughts on the adequacy of the current oversight system and the 
institutional review board (IRB) process, especially with respect to research involving radiation. The 
following issues were of particular interest to the Advisory Committee: 


. aspects of the current system for the protection of the rights and interests of research subjects 
believed to be working well; 

. aspects of the current system believed to be in need of change; 

. the level of risk in research involving radiation, and the communication of this risk to prospective 
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research subjects; 

° subject selection, generally; 

° radiation research, generally; and 

° recommendations, if any, for changing current practices and requirements in order to improve 
them. 


A representative sample of our request letters are reprinted in exhibit A at the end of this chapter. 

We received thoughtful responses that helped inform our development of recommendations 
concerning changes to current policies for the protection of human subjects. In this chapter we have 
reproduced in their entirety 25 of the letters that the Advisory Committee received in response to this 
inquiry. (See table | for a list of the respondents and their affiliations; see exhibit B for the reprinted 
letters.) In addition, a number of individuals responded by sending us copies of documents that have 
been published elsewhere; we have included the citations for these documents (see table 2). We received 
written permission from the authors to reprint the correspondence included in this chapter. As of the date 
of this publication we had not received responses to our requests for permission to publish from the other 
respondents. However, these additional responses remain a part of the Committee's public record stored 
at the National Archives. 
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Table 1—Authors of Letters Reprinted in Exhibit B 


Chairman, Committee on Clinical investigations, 
New Procedures, and New Forms of Therapy 
Beth Israel Hospita’ 
Boston, MA 
Arthur Caplan, Ph.D. 
Director, Center for Bioethics, & Trustee Professor 
of Bioethics 
University of Pennsylvania Medical Center 


Helen H. Evans, Ph.D. 


Marvin Goldman, Ph.D. 
President, Radiation Research Society (1994-1995) 
Professor Emeritus of Radiciogwal Sciences 
University of California, Davis 
Davis, CA 

Michael M. Graham, Ph.D., M.D. 
Chairman of Radiation Safety Committee and 
Professor of Radiology (Nuclear Medicine) 
University of Washington Medical Center 
Seattle, WA 

Thomas R. Hendrix 
Professor of Medicine and Chairman, Jomt 
Committee on Clinical Investigatior: 
Johns Hopkins University 


Professor. tag rm IRB 


University of California, Berkeley 
Berkeley, CA 
Robert J. Levine, M.D. 
Professor of Medicine 
Yale University School of Medicine 
New Haven, CT 
Curtis L. Meinert, Ph.D. 
Professor, Epidemiology 
Center for Clinical Trials 
The Johns Hopkins University 
Baltrmore, MD 
David D. Oakes, M.D. FACS. 


Theodore L. Phillips, M.D. 
Professor and Chairman, Department of Radiation 
Oncology 


Associate Professor of Clinical Radiology and 


Ralph W. Trottier, Ph.D., J.D. 
Professor, Chairman, IRB 
Morehouse School of Medicine 
Atlanta, GA 
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Table 2—Publications Provided to the Advisory Committee 


Report of the Ad Hoc (Harvard) University Committee to Review Aspects of Human Subjects 
Research, January 1995. 


Beth Israel Hospital, “A Historical Review of Radioisotope Use at Beth Israel Hospital,” May 1994. 


Frank P. Castronovo, Jr., "An Attempt to Standardize the Radiodiagnostic Risk Statement in an 
Institutional Review Board Consent Form," /nvestigative Radiology 28 (1993): 533-538. 


Ken Mossman, "The Human Radiation Experiments: The Real Issues,” Health Physics 68 (1995): 
757-760. 
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EXHIBIT A 


Sample Advisory Committee Request Letters 
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ADVISORY COMMITTEE ON HUMAN RADIATION EXPERIMENTS 
1726 M STREET, N.W., Suite 600 
WASHINGTON, D.C. 20036 


The Committee has been grappling with these diMcult issues since last April, Over the 
next several months, we must prepare our recommendations for the Clinton Administration With 


comments will become a part of the Committee's public record. 
_ We would welcome any thoughts, however detailed or brief, and bclicve that your 


Committee's above address to the attention of Dense Holmes. 
— Thank you in adverce for your kind assistance. 


R. Faden, Ph.D, MP 11 
Chair 


®Q —----—— 


ADVISORY COMMITTEE ON HUMAN RADIATION EXPERIMENTS 
1726 M STREET, N.W., SUITE 500 
WASHINGTON, D.C. 20036 


Dear 


As you may know, the Advisory Committee on Human Radiation Experiments was appointed by 
President Clinton to examine federally sponsored or conducted research on human subjects with ionizing 
radiation from the 1940s to the present. While the Committee's mandate specifies radiation research, its 
review necessarily contemplates the ethical conduct of all human subjects research. We have explored the 
history of ethics standards. practices and policies, and we will make recommendations concerning the design 
and implementation of current policies and regulations. 


The Committee has been grappling with these difficult questions since last April. Over the next 
several months, we must prepare our recommendations for the Administration. [t is with this in mind that we 
write to you im your capacity as chair of an [RB that reviews research on human subjects. In particular, we 
hope that you will share your views on the aspects of the current system for protection of rights and interests 
of research subjects that you believe are working well, as well as those aspects that you believe arean need of 
change. We would weicome comments on what (if anything) you would do differently if you were charged 
with the responsibility of ensuring the protection of the rights and interests of human subjects of medical 
research. Any thoughts about radiation research in particular would be especially welcome. Your 
contribution would enhance this Committee's understanding of the way in which research currently is 
sonducted in the American health care system. All comments will become a part of the Committee's public 
record 


We would weicome anv thoughts, however detailed or bnef. and believe that your participation in this 
endeavor would be an important public service. However. time is regrettably short. Thus, for your comments 
to influence the Commuttee's deliberations, we must have them as soon as possible, but no later than February 
24th. Please send your comments to the Advisory Committee's above address to the attention of Denise 
Holmes 


Thank you in advance for your kind assistance. 


uti (hd 
Ruth R. Faden, Ph.D. MPH. 


Chair 
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Letters Received in Response to the 
Advisory Committee's Request 
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25 Shottuck Sivee! 

Boston. Massochusetts 02115 
TEL (617) 432-1535. 1536 
FAX (617) 432-4043 


Harvard Medical School 


Office of tne Executive Deon 
tor Acocermc Programs 


Pebruary 24, 1995 


Ruth R. Faden, Ph.D., M.P.H. 

Chair 

Advisory Committee on Human 
Radiation Experiments 

1726 M Street, N.W., Suite 600 

Washington, 0.C. 20036 


Dear Or. Faden, 


Denise Holmes, I have received your letter inquiring 
as to my views on the current system for protection of rights and 
interests of research subjects. 


My views in this matter are best expressed in the Report of 
the Ad Hoc (Harvard) University Committee to Review Aspects of 
Human Subjects Research subsitted to the Provost cf Harvard 
University in January 1995. I believe that Ms. Margaret Dale has 


sent a copy of the report to your office. 

In addition, I have attached materials on presenting 
radicdiagnostic risks to potential human research subjects by ay 
colleague Frank P. Castronovo, Jr., that may be of interest to 
your committee. 


Thank you for soliciting my views. I wish you well in your 


endeavors. 
Yours sincerely, 


‘S. James Adelstein, M.D., Ph.D. 
Paul C. Cabot Professor of 
Medical Biophysics 
encl. 
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March 13, 1995 


Ms. Denise Holmes 

Advisory Committee on Human Radiation Experiments 
1726 M Street, N.W., Suite 600 

Washington, 0.C. 


Dear Ms. Holmes: 


I am responding to the letter of 7 March 1995 fro= 
Or. Ruth Fader regarding human experimentation invelving 
radiation exposure. 


At the University of Arkansas for Medical Sciences, all 
research involving human subjects is reviewed by the 
institution’s Human Research Advisory Committee. The 
Radiation Safety Committee reviews protocols for this 
committee in view of the safe use of radiation--both for 
the patient and the research worker. Advisory information 
fs often given as well in the wording of the consent fore 
to better comeunicate radiation exposure information to 
the patient. 


In the wording of the consent form, we try to provide the 
information in a manner to which the patient cas 


may be compared to a common radiographic procedure such as 
a chest X-ray or a natural radiation exposure. 
Procedures with higher levels of exposures are usually 
placed in the context of occupational exposure levels or 
permissible doses. 


Assessment of risk is more difficult to deterwine, 
particularly a numerical value for it. The current value 
of 0.08% per rem from GEIR V is of use. ICRP publication 
62, Radiological Protection in Biomedical Research, also 
provides some risk categories. When yey values for 
risk of radiation exposures, I believe that it is important 
to provide value for other risks associated with aedical 
care (surgery, anesthesia, etc.) as well as overall risks of 
9 aaa effects--normal incidence of cancer for 
example. 


Finally, the paper by T. R. Hendix, “Human Investigation and 
Informed 


Consent," American Journal of Roentgenclogy 
140:600-601, March, 1983, gives some mode! statements. 


UNIVERSITY OF ARKANSAS FOR MEDICAL SCIENCES 


-2- 


Hopefully this will provide you with some information 
regarding this institution’s handling of human research 
involving radiation. You might also wish to contact 

Or. Robert Abernathy, the Chairman of the Human Research 
Advisory Committee at Slot 598, at the above address. if 


_1 can provide you with other information, please contact 
me. 


L. Saker, Ph.0. 
Professor of weeny J . 
Chairman, Radiation Safety Committee 


MLB/ jdm 
copies: Caro! Price, M.S., Radiation Safety Officer, UANS 


Robert S. Abernathy, 4.0., Ph.0., Chairman, Human 
Research Advisory Committee, UAMS 


BETH ISRAEL HOSPITAL 


ASVARD SSOP SCHOOL 


: 


“18 4333 


Director. Tumor Bislagy and Deoph+ws Secnon 
Daperemers 4 Radian nontagy 
7701 Burne Avenue 


Phikadalprss. Penneyhraran |91 11-2497 


215 7286 4X5 
FAX 21! 
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March 13, 1995 


1726 M Street, N.W., Suite 600 


Washington, D. C. 20036 


I write in response to Dr. Paden's letter of February 7. The eighth sentence of her letter 


is puzzling. IRB's are currently “charged with the responsibility of insuring the 
protection of the rights.and interests of human subjects of medical research’. I think the 
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April 17, 1995 
John J. Curry Page 2 
April 17, 1995 1) an individual should not be exposed to radiation unless the benefit to the 
individual or to society offsets the risk; 2) radiation dosage should be kept as 
Ruth R. Fader, Ph.D., MPH low as reasonably achievable (ALARA); and 3) individual exposure should be 
Advisory Committee on Human Radiation Experiments exposures. Oce — a 
1726 M. Street, N.W., Suite 600 
Washington, DC 20036 In addition to these principles, the ACR believes that communicating risk to 
prospective research subjects should be an integral part of clinical research 
Dear Dr. Fader: involving ionizing radiation. The College has incorporated into its relevant 
ACR Standards that informed consent must be obtained and documented in 
On behalf of the over 29,000 physician and physicist members of the Tdadie ain, hah aiebe dtek eee, Enclosed are samples of 
American College of Radiology (ACR), we appreciate the opportunity to consent forms used by the Radiological Diagnostic Oncology Group 
comment on calculating radiation risk and on communicating radiation risk RDOG) end the Radiological Thevepy Oncology Gesup (RTOG), 2 well a 
to prospective research subjects. examples of how informed consent is incorporated into ACR Standards. 
In general, the ACR concurs with the policies developed by the National Both the diagnostic and therapeutic research protocols are reviewed three 
Council on Radiation Protection snd Measurements (NCRP), specifically, times a year by the ACR's Institutional Review Board (IRB). This panel is 
in the recommendation that all radiation exposure should be done by of nationally renown physicians, ethicists and members. 
(8 effective dose equivalent and specific organ systems should be compared. ce cube cle beste cataat Glas os studies can 
= We alsc agree that probability of causation should not be used in this setting. begin and before any research institution's respective IRB review of protocois. 
Radiation risk is unique and should only be compared to other types of They conduct a rigorous review process which has been known to disapprove 
radiation risks, not to other types of exposure. To this end, the College would protocois. Moreover, the RTOG maintains a Data Monitoring Committee — 
commend to the Committee's attention the ‘ollowing publications: e again, comprised of physicians, a statistician, and ethicists — which reviews * 
e¢ NCRP Report, Number 115, (1993) as it relates to new human risk Situs calab eotiediee a Zo ~— . 
OS ea an 
risk at low 
Again, thank you for this opportunity to comment. Should you have any 
* , 116, (1993). A of wr ee 
Council's earlier recommendations on limits for exposure to ionizing 


asf 


radiation (NCRP 1987) can be found in section 19 of this report 


© NCRP Report, Number 117, (1993) as it relates to research needs in the 
field of radiation protection. In particular, the discussion in section 5.3 
regarding the public perception of rndiation risk and the need for better 
communication of this risk. 


We would also recommend to the Advisory Committee two policy 

summaries fcom the International Commission on Radiological Protection 

(ICRP). The College supports the ICRP summaries for “Protection of the Denise Holmes, ACHRE 
Patient in Diagnostic Radiology” and “Protection of the Patient in Nuclear > 

Medicine” which are based on the following principles: 
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TITLE 
Sempte Prttent Consent Perm 
meemakcn STUDY 
1 Dawe the right to now sbout the procedures thet are used m my © Ciimical reseurch #0 | have a 
eS ee knowtng Ge make anc hamrds nvoived 
disclosure te not meard to fnghten or alarm me it 6 an effort to make me bette: informed so | Bay 

Qe oF withhold my cmeant w parnapate in canxal 
FURFOSROPTHESTUDY 


Bt has been explamed w me hati heve =. The purpose of this study is 


DEACRIPTION OF PROCEDURES 

Thats study involves ot random (by chance) aovignanent to one of two trestment arms ft is not chess ot the 

tame which of the two regumnars is bette: For this reason the which te to be ottered to me will be based 
upen e the method of seleruan (alles randomiztion means that my will call « 


statistical office whach will esmign me one af the two regumens by computer The chamue of my recetving ome of 
the two tharapess is approximetaly equal | will b sesigned w ane of two tresenens 


Cancer trestmants often heve side effects. The treatment used im thus program may couse all some or none of 
tre cade effects lead. In addition theres slweys the rah of very uncommon of previously vaknsen sade 


Racks 
My physician will be chechuig me to see / any of Gruse cide effects are occurring Rowe diced and 
varios ters wit be done to morvt the of western: Sidy efies weualty afar fe vested 2 


ceapped in tu noantime my Carte: mey preevibe medication tc herp ‘hese Bere ender commu 
uleuunnd Goat Gro uno of exodiention to bal cunteel cite eles exch earch ts abd coum This netinattos 
not Granciaby reeporedle tx treeen ane: of etd: > ct ceuned by tee wedy reste : 


Tyas may be harebui we on unborm chik. There is ineuiiictent medical wdormetion w cae whether turs 

~ risks to 0 fetus carried by © modher who 6 te Gas study §=Thesefare. 

whe ese st maretrusiing ox neve not bean sunpeally staniised enast — wot wo 

Se Thte requires thet Diced be drewn by 7} to Ghee ctndy. 
Fema) will be made evailabis to the study Price to dw wdtietien of tus . These may be 

teaberstery teenng and s@qpuired by due etudy tor ressasch purposes Yes: editions) tse mey 

mcvetse ery madticn: Sthough the wpe! ~il by dependent cn ay mouse coRpesy 


tn Gee event Gat tmpey ecoure 0s 0 result of Ges research, reste will be svatinbhe | undsrwtand, howere ! 
wil nst be provided wth remebureunuent fer medica care other Gun what ery Beurerce cart mey proviie 
ner will | recowe other comparasiion For more whormetan comcerning the research ani cesearchvelnesd risks 
on ehaten, | on rotily Ox tetwetigex beep et 
ae ehdimen, ley core 

a 


tev wtormatien regarding patiane nights 7 research shadtios 


Rar 
passable w predict whether benef wii rosuit trom the (eatmen( program 
caduued Gab On edumatan ubaento coach Gam Gis cushy wap to ened adetnay end petty te 


hatpftd wo others The possible beneiles of us treatment program ave grestes Svwikage and contro: of oy 
eames and prokengnitan of ey lite but | uvterstand thts is rot gear aened 


| Weve bean tatd thet chould my dissese become worse should ede affects beroane very severe should new 
echevahe deveiopments cocur thet indicate the trestimamt 6 mot i: sry best ineovest or should my phymcan feai 
that Gus wesement 6 no longa in my bes! nenrest te Dwearant would be eopped Further tresunent would be 


Alternatives whach could be considered wn my case wichacte either curgeal method pericrmed 

without redisean ether slore or with chamotherapy \« treatments to make me teal better. but not 
necessarily Cure me or make my disease lees An addidona! alternative is ~w further therepy which would 
probebty repult wn continued growth of sy tumor | understand thet ery doctor can provwhe deeuled information 
ebout my disease amd the benefits of the verious treatments aveiabia | have beer toi Chat | should feel fee 
to discves my disease and my prognosis with the doctor The wwotved in my care will be avesiabie to 
arewe: any questons | have concerning tus program in edidition | undersum i that | am tree to ask my 
physician erry question: concerning Uus program that! wish m the future 


My physeciar: will expias any procedures reisted sojety to research Some of these procedures ouy result in 
added coste tast mey be covered by meurance My doctor witli dtecuss these with one 


Perttpetion wm this study @ voluptary No compensstion for participenian will be giver | weterstarnd that | 


representatives a af plkceble Crug maruiectarera and ude 

comcuct of vs study my heve access t axedical records 

dy whach | cam be ssantified will bs remaced or publanes Hinopethoiogx materia, wchudarg temas ond oF 
chden wey be seni w 0 camtra’ office tor review end resesrd: prvestignicn assoctuand wih Ces proenco 


U hewe read all ef the above asket quastion: secotved sia.vem cooceminyg anew | €b4 ast sederstand sat 
wiiiingty give ary comerat to partictyess is this peegrem Lipos segoing tals dos | WCE recetve a copy 
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Apri 6, 1995 


Ms. Oervse Holmes 

Advisory Comrruttee ori Human Redienon Experiments 
1726 M Street NW, Suite 600 
Westungton, OC 20036 


Deer Ms. Holmes: 


We have recerwed Or Feden's request for the comments of the Recieton Research 
Society concerning the caiculetion of radieton nek, cormmunicetng redietion risk to 
prospective research subjects. and whether or not improvernents ere needed in current 
prectices en requirements. in response. we offer the following stetements: 


1. For the caiculetion of redietion nsk, the effectrve dose should be 
calculated (NCRP_ 1993). and the everege veive of risk epplied (currently 5% 
per Svi (NCAP, 1993). in some cases, it may be desirable to use more 
detaried information on the reistionsiup of risk to sex and age icf Land and 
Sinciew, 1991). 


2. With regerd to the commumecation of rediation nsk to prospective 
reseerch subjects some Compansins of dose end/or nak should be offered 
by the institupon responsible fo: the study (as provided in texts such es 
NCRP. 1994. or considered in references such es Castronovo, 1993). 


3. Annual rewews by institunons! rewew Doerds (/RBs) of thew practices and 

consent forms should be edequate to ensure thet they are up to date. if 

consent forms and IRB practices ere modified to account for the comments 

listed in statements | and 2 ebove. mmprovements can be expected to result. 
oe 


Hem 1 Evans Presson Gordon F Whremors Pee: Presiden Gores & Adame Presser Elec 
Weyoe Ph Henson Secreary lreasurer Rite Fry Eonar Chet Mat 0 Woreor Frecname Secreary 
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We hope that these Comments will ad you mn formutetng your recommendapons for 
the demgn and implementation of current pobces and recommendsnons. 


We heve siso consulted with 
EW Webster “0 . Professor of Radiology. Messechusetts Genera! Hosprts 
S. Jemes Adetstein MO Professor of Radiology. Herverd Medical Schoo 


Herman Sut, MO . Professor of Redietion Oncology Messechusetts Genera! 
Hosotal 


H. Rodney Withers, V.0.. Professor of Redietion Oncology. UCLA Medical Center 


References. 


NCRP_ 1993. “Limitation of Exposure to loruzing Raedietion.” Netone! Council on Radisnon 
Protection and Meesurementa Report No ''6 NCRP Bethesda MO 


NCRP, 1994: “Advising the Public sbout Rediation Emergencies.” Nations! Counc on | 
Redianon Protection and Measurements Commentary No 10 


Castranove FP. Jr 1993. “An Attempt to Standerdize the Racodiegnosnc Fisk 
Statement or: an institutions: Rewew Board Consent Form © ‘nvesngatrve Radiology 28 
633-638. 


Land, C.E. and Sinclair, W.K., 1991, “The Relative Contribution of the Different Organ 
Sites to the Total Cancer Mortality Associated with Low Oose Recenon Exposure ~ Anneis 
of the ICRP 22, No. |, op. 31-57, Pergamon Preas, New York. 
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Dear Dr Faden, 


Thank you for your ietter of March 7th which I recived in the mail today concerning ray views on 
radiation risks to human subjects involved in medical studies. | — ‘a 


New sons (IND's), and 
radioactivity for nuclear Ce ae 
Drug Research Commitee C) approval (i.c. CPR 361.1 regulations) or under IND's. 


Category (a) comprises clinical trials of boron neutron capture therapy (BNCT) for brain tumors 
poy oF ner drug ese 0 Br liar ua of pain om with metastatic bone 
discase. These studics can bs judged on the basis of whether there is a porential benefii to 
he individual subject which the potential risk. Ethical issues do not differ from those 


uivolving other potential new (e.g. chemotherapy regimes) in patients with fatal cancers. 


Category (b) studies conducted in either normal volunteers or non-terminally ill patients involve 
Eeloeendtenhweeaten include newuron irradiation followed cheetedy 


hastees ond summed ep chasia on elivative dena, A aoebeh — 
were cert ol cnc nad ag fe 


will cause cancer is then calculated by this dose by 
Whore possible. be we (RDRC and IRB) radiesion sbeorbed fos::s from 
published studies in human (e.g. for F-18 2-deeny- neo 
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Human Radiation Experiments 
Page 2 
used to calculate an effecuve dose which in turn is used to 4 probability of causi 


and therefore the probabilities of ca...ug cancer, are overestimates. Most of our radioactive drugs 
are used in small numbers of subjects, a4 .1 is held to be inappropriate to administer radioactive 
material to additional subjects si in order to obtain more precise dose estimates, as long as the 
doses are known to be within the C limitations. 


We are aware that the concept of the effecuve dose was for occupational exposure and 
that there are ope wher yy er my studies. Nevertheless, ii 
the beneht of ing data imto a single number, which is convenient for Consem 
My view is that risk estimates, while Or at ieast 
when to exposures, in overstate the risks 


| do not take into account recent developments in our understanding of carcinogenesis. 
wld be apy w dacs Oi ue aber wah You, oe membrs fYor Core 


eg ae eee tee 
over how to best express present description, which has 


been used with minor variations for aboui five years, is as follows. 


The most importa powesa side eft of radiation isthe induction o concer However, no harm 
in @ human 


of 
obtained extrapolation much higher doses. The risk so calculased is small, and 
pty Spe cancer, which is 20%, by about xx%. For comparison, the 
average radiation background in the Long Island area is about 150 mrem/year. 
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13 April 1995 


Ruth R. Faden, Ph.D..M.P.H., Chair 

Advisory Committee on Human Radiation Experiments 
1726 M Street, N.W., Suite 600 
Washington, D.C. 20036 


Dear Dr. Faden: 


This is in response to your letter dated 22 March 1995, postmarked 30 March 1995, 
which only arrived on April 4th. You requested input from our Health Physics Society 
on some significant issues, but because of your short deadline, we will regrettably not be 
able to provide the broader consensus froi's our Society | had hoped foc to present to your 
Committee. We are at 2 loss to understan'i why, if you are at all serious about receiving 
useful input, we were not provided a more realistic response time. However, last 
weekend we heid our Society's quarterly Executive Committee meeting, and this 
response represents our collective opinion. 


Although we have no specific statement to cover the issue of the public's perception of 
risk and how to communicate this, it is imjpurtant to attempt to put the issues of dose and 
risk into perspective, using common reference points. For exemple, in communicating 
risks to prospective research subjects, it is often useful to relate the proposed exposure 
leveis to that of natural background radiation, and to mention the fact tast beckground 
rediation in the US is variable. Furthermore, no health effects have ever been associated 
with smail multiples of beckground radiation, i.e., there is no demonstrable risk 
associated with annual exposures totc_ing about 0.1 -0.2 Gy in a lifetime. 


Regarding research subjects in a specific study, we wou!4 recommend that a simple but 
complete explanation of the dose, its distribution and kc «alization in the body and its 
possible consequences, all be summarized in written for... as is curreitly the requirement 
and practice for all “approved” studies using buman sulyects. Uur pracipal response to 
your questions relates to this issue. There is widespread absence of a sincere 
commitment to provide the essential information in non-technical language for the lay 
person, and 1 the tongue of the potential subject. Even today, we see repeated failures to 
accommodate tie level of scientific understanding of the potential research subject. 
Many of the “info:med consent” forms are poorty prepared, and even though following 
the letter of the law, are ail but uruntelligible to the subject for whom they were prepared. 


SOY 


Added to this is the all-to-frequent lack cf understanding of potential radiation issues. 
including risks, by the investigator who counsels the potential research subject. While 
clearly an expert on the specifics of a proposed medical study, too often the principal 
investigator or subject interviewer/recruiter, does not possess adequate training to 
convincingly explain the radiation aspects of the study in a clear, balanced and 
understandable fashion to the research subject. These “informed consent” forms need a 
significant increase in quality control and in peer reviewing by competent radiation 
protection specialists as weil as by educators. 


On the issue of the adequacy of current requirements, policies and practices in this 
country, we feel that presently they are more than adequate, if properly implemented and 
monitored. The United States has one of the most complete and inclusive set of 
recommendations and regulations regarding radiation protection of the public, including 
potential research subjects. Although newer knowledge about the mechanism of action 
and a fuller understanding of the issues concerning low dose exposures ars under 
continual research scrutiny, it is not likely that significant increases in radiation risk 
factors will necessitate further restriction in human radiation dose limits. We feei that 
there is a need for continued scientific research commitment on the part of the 
government to reduce uncertainties and to use sound and solid science to better adjust 


existing reguiations. 


As a result of failures in our educational system. we sce an almost universal national 
ignorance of basic science, including the sumplest facis about radiation. Besed on 
ignorance, it is understandable why there is such a distorted perception about radiation 
and an inability to separate the facts from the fantasies. This is but another example of 
the current national crisis in research, training and education. * 


Since our Health Physics Society is not only concerned with radiation research, but is 
specifically dedicated to radiation protection, we would be pleased to review the draft 
Committee report or assist in any other way you fee! might by useful, even though time is 
short. We hope that these comments are of interest and we appreciate the opportunity to 
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DIVISION OF NUCLEAR MEDICINE 
Tuesday, March 14, 1995 
Marisiop RC 70 
Seattle, Washingion 
Tet: (206) 348-4240 
FAX: (206) 548-44% 
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Dr. Ruth R. Faden 

Advisory Committee on Human Radiation Experiments 
1726 M Street, NW. Suite 600 

Washington, D.C. 20036 


Dear Dr. Faden 


As chairman of the Radiation Safety committee and radiation safety officer 
of the University of Washington, we would like to share our views on 
current radiation research issues. The committee reviews over two 
hundred applications per year from faculty members who propose to use 
ionizing radiation as part of their studies of human disease. The vast 
majority of the studies involve the use of X-rays or nuclear medicine 
studies that would be clinicaily appropriate for the subjects even if they 
were not enrolled in the study. Other studies sometimes include normal 
volunteers as appropriate controls. Some studies propose to use high doses 
of radiation in developing new treatment protocols for patients with 
serious life threatening disease such as cancer. None of the studies we 
have seen over the past 15 years as members of the committee has 
involved studies of radiation effects on humans. Although such studies 
were appropriate in the past, and have to be viewed in the context of their 
time, they are not being done today. At this time, all such studies are done 
in animals. 


In considering a proposal, we look quite carefully at the risks and benefits 
of the study. Risk is regarded as proportional to radiation dose and we 
encourage the investigators to minimize the dose when feasible. We are 
moving toward using the concept of whole body effective dose equivalent 
to be able to compare the risks of different studies. This is necessary since 
the risk associated with a dental X-ray cannot be directly compared with 
whole body exposure of a similar dose. We also consider the expected gain 
associated with the study. The study should be well designed with 
sufficient numbers of subjects to be able to draw statistically valid 
conclusions at the end. The study should be asking a worthwhile question 
that will result in important new information or new approaches to 
diagnosing or treating disease. This is obviously a subjective judgement 
and at times we have difficulty reaching a decision. Whenever we are in 
doubt. we defer approval and request further information from the 
imvestigator 


There are several scientific techniques using low dose radiation that are 
remarkable effective and accurate approaches to a wide variety of basic 
and clinically relevant questions. We see the role of committee as insuring 
that these tools be used in an appropriate and responsible manner. 
Generally, the risk of injury from radiation is quite low compared to all the 
other risks in life. However, any unnecessary risk should be avoided if at 
all possible. 


tiwch of the concern about radiation results from lack of understanding 
(i.e. fear of the unknown) and because of the way radiation is weated by 
the media. The public has grown up read ig numerous stories, often in 
comic book format, about how radiation can cause sudden and 
unpredictable mutation. Although this pro’ 5 fascinating reading 
material it is very far from the truth. Radi a, and its biological effects, 
are now actually understood quite well. Tues is a small but definable risk 
of radiation causing cancer in irradiated persons. At sufficiently high 
doses radiation can be fatal. Overall, at the dose levels most persons 
experience from background radiation and from medical procedures, the 
risks are microscopic compared to all the other risks associated with 
modern life. 


The current regulations regarding radiation exposure of the public and of 
radiation workers are quite conservative. It would actually endanger 
human health more to institute more stringent critcria by making it 
impossible to do many very worthwhile research studies. The peer review 
system (ic. Human Sibjects Committees and Radiation Safety Committees), 
although not perfect, seems to be the best way to ensure the appropriate 
use of ionizing radiation in human studies. 


Sincerely yours, 


Wec/M Che. 


Michael M. Graham, Ph.D., M.D 

Chairman of Radiation Safety Committee 

Professor of Radiology and Radiation Oncology 
Adjunct Professor of Bioengineering, and Medicine 


Lil [tbl 


Stanley J. son, M.S., C.HLP. 
Radiation Safety Officer 
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Ruth R. Faden, PR.D., K.P.H. 

Chair 

Advisory Committee on Human Radiation Experiments 
1726 KH. Street, 4.¥., Suite 600 

Washington, 0.C. 20036 


Dear Or. Faden: 


I am reeponding to your letter of 2/7/95, sent to Ms. Serbara Starkleuf. 
Me. Sterklew! forwarded the letter to se ee Chairman of one of the School of 
Medicine IRBe. I as pleased to have the opportunity to provide comments to 
the Advisory Committee on the current system for protection of human subjects 
who perticipete in reeearch studies. 


Tt ie my bellef that the current cegulations iesved by OHMS and FDA 
provide an edequete basis by which the rights end welfare of human subjects 
may be safeguarded. Thies ie not to say that there could not be improvements 
made in the systems by which these requiations ere applied or implemented. 
Nevertheless, the Belmont Report continues to be the penultimate source 
document outlining the key principles to which researchers should adhere. 


I believe, too, that the conduct of local IRB review is the most 
etfective aechanies for ensuring compliance at the level of individual 
inveetigetore and for determining thet consent statements ere designed for 


comprehension by loce\ populetions. 


With these etatements in wind, I would like to suggest thet the 
Commission should ecknowledge thet it takes an enormous commitment on the part 
of local inetitutions to seeure that the [RB process works effectively. There 
le current!’ no mechenienm for OMHS review or site visits of IRB functions to 
identify procedures or prectices which are effective or which should be 
lenroved. There is no national educational effort aimed at individual IRBs to 
enourege not juet compiience with the letter of the lew by providing paper 
Gocumentation of processes, but aleo to address the need to follow the epirit 
of the iawe aimed at protection of human subjects in research. 


FI | 


Or. Ruth Paden -2- Pebruary 24, 1995 


Tt would be wseceful to IRBe if wee @ direct line 
could engage in dialogue with federal funding agencies, the ONNS, and the FA 


You asked specifically for comments sbout radiation research. 
been the experience at this Institution, which in addition to the IRB has « 


regard to cadiation exposure and, thus, find it difficult to express radiation 
ciek etatemente in consent forms. The CRAC hae developed worksheets to assist 
investigators in calculating correct doses for research related radiation 

ané has developed radiation rick statements for consent forms. The 
ability of eubjecte to truly understand these statements about radiation risks 
and to place these risks into perspective is not clear. 


The JCCI and the CRAC believe that there is « lack of information oa the 
extent to which human subjects ere exposed to radiation related research 
procedures. Collection of such information in a eystematic way would enable 
one to approach the question of whether changes should be made in the way this 
type of research is conducted. 


Pinally, © eee a disturbing trend nationally to sake IRBs the policy 
enforcer for inetitutional policies that are only peripherally involved with 
human subjects research. I do not believe that IRBs can edequately fulfill 
their charge of protection of human subjecte if they are expected to serve as 
& policing mechenien. The role of IRBs should be that of determining if there 
ie compliance with human subjects policies. It should be the role of the 
Inetitutional administration to determine the actione and sanctions that 
should accompany any cases of confirmed non-compliance with policies. This is 
the way that Johne Hopkins operates, and we suggest that it should be the 
nore. 


zLs 


Or. Ruth Paden -3- February 24, 1995 


I hope thet @y resarke will be useful in the formulation of your 
recommendations to the Administration. 


Sincerely you 


re, 
Thomas &. Hendrix, 4.9. 
Chairmen, JCCI 
c/o 129 8/# Admin. Bldg. 
TRH: bie 
cect Or.cHichael 4.8. Johne 
Or. David A. Elake 
Or. J. James Proet (Chairman, CRAC) 
Me. Garbare Lt. Starkiacf 
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Faw 012 416-0755 
February 15, 1995 


Ruth R. Faden. Ph.D. MPH. 
Advisory Communee oo Human 
Radianon Expenments 

1726 M Street, N.W.. Suite 600 
Washingtos, D.C. 20036 
Dear Dr. Faden: 


Tiank you for your leaer of 2-7-95 concerning ethics in radiation research. As an academic 
auciear radioiogss and ao IRB chau, | am partbcularty unserested in your committee's work. 


I uke will 
one, Cerone not 


le pt a er tem eee . The focus of Federal 
paperwork. Tha. tap sayin ssi tee local RB eile aon ikalyobe 
suncessfi in the mussice of protection. 

Please contact me if I can bo —f further assistance. 

Sincerely 

Castenepber C Kani, M.D. 

CCKicz 
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UNIVERSITY OF CALIFORNIA, BERKELEY 


OFFICE OF RADIATION SAFETY 
UNIVERSITY HALL, 3rd FLOOR 
BERKELEY, CALIFORNIA 94720 
March 18, 1995 

Denise Holmes 

Ruth R. Faden 

ys Rey | ghey eleeaeeeaetas emma 

1726 M N.W., Suite 600 


Washington, D.C. 20036 
RE: Response to Your Request on Human Radiation Experiments 


Dear Ms Holmes and Faden: 


We want to thank you for the opportunity to comment on human 
experiments. ; 


Prior to offering a response to your specific request, we want to share with you our 
method of assuring that human use of radioactive materials or radiation is done 


properly. 


Informed consent is an essential element of human radiation experiments and an 
essential element that is the basis of the process described below. 


When a researcher first proposes to use radioactive materials or radiation on human 
subjects, we begin approval via two parallel paths. The researcher submits an 
application to the Committee for the Protection of Human Subjects (CPHS) and to the 
Radiation Safety Committee (RSC). The campus Radiation Safety Officer investigates 
the use, prepares information related to doses and other information, prepares a use 
authorization or report, and routes these materials for review and/or approval by the 
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Human Use subcommittee of the RSC and the CPHS. The Human Use Subcommittee 
of the RSC has essentially the same membership as the RSC with the addition of a 
board certified Radiologist and/or a medical doctor familiar with radiation issues. 


The request is reviewed by the CPHS and the RSC Subcommittee. The RSC 
Subcommittee provides a report to the RSO and to the Chair of the RSC. Once the 
Subcommittee, the RSO, and the RSC Chair are satisfied that the use is worthwhile 
4nd proper, they verify that the CPHS has completed their evaluation and that they 
to are ready to approve the use. Once all these are in agreement, the use is submitted 
for approval to the full RSC. After the RSC approves the use, a request to the 
California Department of Health Services (Radiologic Health Branch) is made. After 
the State approves the use, the Office of Radiation Safety prepares a permit that is 
approved by the user, the department chair, the RSO, and the Chair of the RSC. 
Periedically during the term of the Radiation Use Authorization, the Office of 


Radiation Safety surveys the work being performed. 


It is our belief this system has so many checks and independent reviews there is little 
chance for unauthorized or inappropriate use exists. In addition, there is also the 
control offered by the informed consent process. It is our belief that if others were to 
use a similar process, complaints about the use of radioactive materials in research 
would be virtually eliminated. No process can stop intentional or accidental 
misadministrations. These problems must be handled as appropriate to their cause. 


Comments on Your Letter 


Again, it needs to be noted that informed consent was, is, and should be an essential 
element of the human radiation experiments. 


The Chair of our Radiation Safety Committee has served as part of the Radiation 
Safety Committee for 30 years. His close association with the Lawrence Berkeley Lab 
(LBL) and the University of California San Francisco Medical Center allows for a 
continuing history of the human use and administration of isotopes such as 
plutonium. As such, we offer the following for your consideration. 


Sls 
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No unauthorized administration of radioactive materials should ever be allowed. The 
patient must knowledgeably consent to the administration. Consent must be based on 
a ful] understanding of the potential effects of the material and the risks associated 
with the material. The patient needs to signify both that he/she consents and that 
he/she understands the consent and treatment. 


Those who are reviewing administrations of radioactive materials of the forties, fifties 
and even the sixties need to remember that these materials were not the only ones that 
Were not controlled or administered under the controls that we would all agree are the 
minimum in the nineties. There needs to be a search to determine who was exposed 
inappropriately and to determine the dose. However, there also needs to be an 
understanding of the times in which these events occurred. Few radiation safety 
professionals we have spoken to believe that these administrations were done with 
malice or disregard for the welfare of the patient. 


Let us learn from these past events and not let them recur. 


It I can be of assistance please contact me at (510) 643-7976. 


K/s 
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Robert J. Levine, MD. 


Yale University 
The School of Medicine 


Protessor ot Medicine ob Fax: 203 / “85-2847 
Room 1-40 sHM — 

333 Codar Street ae 

F-O. Box 2cso10 


New Haven. Connecticut 96020-8010 


February 21, 1995 


-_ R. Faden, Ph.D., M.P.H. 

Chair 

Advisory Committee on Human Radiation Experiments 
1726 M Street, NW, Suite 600 

Washington, DC 20036 


Attention: Denise Holmes 


Dear Dr. Paden: Kath 


I am writing in response to your letter of February 7, 1995. 
First, I want to thank you for your invitation to share my views on 
the current system for protection of the rights and interests of 
research subjects. I believe that, all things considered, the 
system is working quite well. I am enclosing a copy of a chapter 
I wrote recently for a book edited by Stephen S. Coughlin and Tom 
L. Beauchamp. This provides an overview of my perspectives on the 
system. I offer this for your information as well as that of your 
colleagues on the Advisory Committee and its staff. It should not 
become part of the public record without the permission of the 
TT of the book and, if they consider this necessary, its 
publisher. 


With regard to “radiation research": I am not aware that this 
field requires any special attention in the development of public 
policy for the protection of the rights and interests of research 
subjects. That is to say, I can think of no policy change that 
should be directed exclusively to research in this field. In my 
view the American system for protection of the rights and welfare 
of research subjects "matured" in the early 1980s as the Department 
of Health and Human Services promulgated regulations based on the 
recommendations of the National Commission for the Protection of 
Human Subjects of Biomedical and Behavioral Research (National 
Commission). In this regard, it is significant that the serious 
ethical problems recently identified in radiation research are, to 
the best of my knowledge, all related to activities conducted 
before the American system for protection of the rights and welfare 
of research subjects satured. I take this as important 
circumstantial evidence that the field of radiation research 
presents no special problems that are not addressed adequately by 
the present systen. 


Telephone: 203 / 785-4687 


gi% 


-2- 


There is one important continuing problem in the field of 
“radiation research." That is, it is difficult to convey 
meaningful information to prospective research subjects about the 
risks of radiation exposure. Further, it is difficult for anybody 
to assess the risks of low levels of radiation. Further discussion 
of this problem may be found in reference 1 at pages 59-60. As 
noted there, we have similar problems with ultrasound, microwaves, 
electromagnetic energy and other forms of energy exposure. 


The remainder of this letter is addressed to your request for 
views on what aspects of the current system for protection of 
rights and interests of research subjects are in need of change. 


Firstly, I believe it is essential to decrease the workload of 
the Institutional Review Board (IRB). The energy of its members is 
being dissipated in performing tasks that need not be done. I 
shall offer some specific areas in which the workload might be 
reduced without risk of diminishing the IRB's effectiveness in 
performing its important tasks. 


With regard to federal grants and contracts, it is now 
required that all applications be reviewed and approved by the IRB 
before their submission to the federal government. This means that 
substantially more than 50% of the protocols reviewed by the IRB 
will never actually be carried out. (I know that 50% is rather an 
optimistic estimate of the proportion of applications that get 
funded. However, a considerable number of those not funded by the 
federal government are eventually funded by somebody.) Thus, I 

t that changing the system to require IRB review only after 
funding decisions have been made would greatly reduce the workload 
of.the IRB without allowing any actual performance of research 
involving human subjects without IRB review. 


To further reduce the workload I would authorize expedited 
review procedures for all amendments to protocols that are 
submitted within the period of approval for the protocol. I would 
further authorize the use of expedited review procedures for annual 
reapprovals. The purpose of such expedited review would be to 
determine whether it is necessary to submit the amendment or the 
protocol to the full IRB for review at a convened meeting. Most 
amendments and most annual reapprovals should not require review by 
the entire IRB. 


Another recommendation to reduce the workload of the IRB is to 
decrease the necessity for excessive and non-productive paperwork. 
For example, in recent years IRBs have been deluged vith reports of 
all “adverse drug experiences” that occur anywhere in the world in 
connection with studies on investigational new drugs. The vast 
majority of these reports are of incidents that are either 
completely unrelated to the drug or, if related, they are already 
well-known and have already been anticipated in the protocols and 
consent forms. In the past, IRBs would receive these reports along 
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with some advice from the sponsor regarding the possibility of a 
causal connec:.ion between the drug and the event. Now IRBs almost 
invariably receive formal disclaimers pointing cut that the mere 
fact of reporting does not constitute an acknowledgement on the 
part of the sponsor that there is any causal connection between the 
drug and the adverse event. Moreover, many sponsors require 
letters of acknowledgement of receipt by the IRB of each adverse 
experience report. This system could be made very such sore 
efficient. I suggest limiting the reporting requirement to adverse 
events that are both serious and not anticipated. By “not 
anticipated” I mean that one of the following two criteria is 
satisfied. 1) The event is unlike anything described in the 
protocol or consent form. 2) The event may be like something 
anticipated in the l and consent form but of a such more 
serious nature than originally anticipated. For example, in the 
— there may be a statement that allergic reactions could 
The new “unanticipated” event could be that the drug 
eininiotwabien was associated with anaphylactic shock. 


I believe it is necessary to have a permanent federal advisory 
whoge scle function is to provide authoritative advice on the 
ethics of research involving human subjects. I suggest that it 
should have all of the features that gave a high of 
credibility to the National Commission in the sid-1970s to the 
Ethics Advisory Board in the late 1970s. Perhaps the currently 
National Biocethics Advisory Commission will have such 
credibility. This advisory body should have a mandate sisilar to 
that of the EAB. In general, it should review categories of 
research rather than specific protocols. Review of specific 
protocols would be called for in specific categories identified by 
the National Commission as needing EAB review -- e.g., oo oy oe to 
conduct research involving we gt BS in which more than 
increases above sinizal risk are by “procedures, oF 
interventions that do not hold out a prospect o rect benefit. 


The federal advisory body should be called upon to review 
categories of research such as the use of fetal tissue for 
transplantation purposes, blastomere “biopsies,” durable power of 
at for research purposes, and other similar categories of 
activities that are beyond the scope of the local IRB. 


I think it is most unfortunate that DHHS never prosulgated 
regulations in response to the Wational Commission's 
recommendations on “those institutionalized as mentally infirns.* 
DHEW did write proposed regulations in response to the National 
Commission's recommendations. However, they were highly 
unacceptable in that they were not truly responsive to the National 
Commission's recommendations. In response to an overwhelaingly 
negative response from the public, they were withdrawn and no new 
proposal was ever issued (1, at pp. 269-70; 5). 


SIT 
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I believe it is important to review the current federal policy 
for the protection of the rights and interests of human research 
subjects with the aim of updating them. It is time to acknowledge 
the fact that almost all of our regulations reflect an attitude of 

ionism. They were written in a time when the prevailing 

of research was that it was highl rous and 
characterized by exploitation of vulnerable individuals by socially 


changed. 
in public perception (2). I believe the time 
reevaluate and, to some extent, rewrite some of the regulations. 


ng they 

are, of course, y familiar with the rightful demands of women 
to be included as research subjects and the reasons for 
Gemands. There are currently similar activities in various 
of development to facilitate inclwion of other previously excluded 

One such effort is designed to revise the to 
Seemit the enrollment of mature ainers in resserch without 
permission of their parents or guardians (3). There are also 
working to revise policies to facilitate access of 


The regulations for research involv the fetus alevo require 
revision in that they were never “logical” in the first place; 
ow to a directive from Congress, the National Commission vas 

red to issue its recommendations for research involving the 
fetus before it had time to accomplish the 1 
Clarifications that characterize the remainder of its 
recommendations (1, at pp. 297-299). 


Once again, S thesk you fer your invitation te chare ay views 
on the current system with you and your colleagues. I close by 
sending sy best wishes to you and your colleagues on the Advisory 
Committee for success in your vitally important project. 


Sincerely, 


Wok 


RJL/kp J. Levine, M.D. 

lk. Levine, RJ: Ethics and Regulation of Clinical Research. 
Urban & Schwarzenberg, Baltimore, second edition, 1986. 

2. Lavine, RJ: The impact of HIV infection on society's 
perception of clinical trials. Kennedy Institute of Ethics 
Journal. 4 (No. 2): 93-96, 1994. 
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3. I am referring to a project undertaken by the Society for 
Adolescent Medicine (SAM) under the direction of John Santelli, 
M.D., M.P.H. of Johns Hopkins. They have drafted a set of 
guidelines for the conduct of research involving adolescents. 


be found in an earlier —- ~a—f on * lished by Rogers, AS, 
p' lo, L, and Futterman, ines for adolescent 
participation in research: -, realities and possible 
resolutions. - 16 (Mo. 
4): 1-6, Ju.y/August 1994. I have a paper press on this topic: 
Adolescents as research subj permission of the 


parents or guardians: Ethical considerations. Journal of 
Salta. Tf it would be useful to the Advisory 
ttee, I cold ask Dr. Santelli for permission to send it 


to 
4. ao & active project is being conducted by the 
North oan Research Initiative (KJCRI) under the 
iesauian aft caer Gaal 7.D. with funding from AmFAR. An earlier 
project resulted in a published “overview" paper by Dubler, HN and 
Sidel, VW: On research on HIV infection and AIDS in correctional 
institutions. The Milbank Quarterly 67 (No. 2): 171-207, 1989. 


5S. I am not adoption of the National Commission's 

Peswe usditionsicn. My proposal is described in 
a based on a talk I presented at the Conference “Ethics in 
Neurobiological Research with Human Subjects" in Baltimore, January 
7-9, 1995. If it would be useful to the Advisory Comittee, I 
could ask the Conference Chairman, DOr. Adil Shamoo, for permission 
to send it to you. 


g\¥ 


THE JOHNS HOPKINS 
CENTER FOR CLINICAL TRIALS 
Care Medicine Departmen: of Medicine 
ee pA 
Departmen of Epdemology Oncology Cemer 
Friday, 24 February 1995 
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Dear Dr. Faden. 


| am writing pursuant to your invitation for input to your deliberations as per your mailing of 8 
February 1995. | write from the perspective of a researcher with experience in the design and 
conduct of experiments (primarily clinical trials) involving human bemgs, and as chair of two IRBs, 
one here in the School of Hygiene and Public Health and the other at the Maryland Medical Research 
Institute in Baltimore I have no first hand experience in radiation research, hence. my comments are 
of a generic nature relating to research on human beings and to the IRB process regarding the reviews 
of such research prior to initiation and while underway. 


From the perspective of 2 researcher trying to do the right thing in regard to persons researched 
upon there are aspects of the events and political climate leading to your work that are both reassuring 
and frightening — reassuring in that | belveve we need constant vigilance to keep us. individually and 
collectively, from crossing the line of indiscretion, but frightening because of the rush to indict and 
impugn an entire research enterprise on the basis of isolated cases The currem atmosphere is 
frightening, as well, because of the rush to judge by today's norms and standards things done in the 
past under other norms and standards | append a copy of written testimony, given to the Committee 
on Governmental Affairs of the United States Senate, (John Glen, chair; dated 20 January 1994; 
hearing held 25 January 1994) in relation to hearings stemming from public concern regarding | 
radiation experimentation That note speaks to the changing view we have had in regard to radiation 
exposure over the last 40 or 50 years and to the dangers in characterizations of research im emotion 
laden terms: 


My hope is that you and your commuttee wl! exercise due caution in formulating recommendations 
for “fixes” All too often our societal remedies are worse than the condition being remedied = |t is 
unlikely that any “fix, no matter what, will provide an ironclad guaramee of our being free of the 
risk of abuses of the kind to be prevented. 


The system in place, via IRBs, works against such abuses. Imposing other layers of bureaucracy. 
and reviews on top of that structure, is a course of action to be resisted. The story of the last decade 
or two has been to increase the level and nature of reviews and controls on clinical research Asa 
result, such research has become costly to carry out, both in dollars and in time required. The 
perceived inefficrency has uself been the subject of hearings and enquiry. most recently im regard to 
the AIDS research effort and im the treatment and prevention of breast cancer The clinical researcher 
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ts being squeezed between competing societal forces. one requiring more resiraim and caution and the 
other requiring less caution and greater speed. The FDA. 2s an embodiment of the clinical research 
emerprise, has scars from exposure to both forces and mosi recently from the force urging more 
speed and less caution Full page ads appearing in various mayor newspapers around the couniry in 
the last few weeks assert: if @ murderer tills you, it's homicide. If a drunk driver tills you, it's 
manslaughter. |f the FDA tills you, it's just being cautious (NY Times; FDA becomes targe: of 
empowered groups, Philip J Hilts) The concern, grven the collective urge to demonstrate that the 
issues that gave rise to your work will lead to “fixes”, is that we will end up with still more 
constrains and thereby increase the risk of harm to our collective health by lack of resolve, speed. 
and efficiency in addressing our health concerns and needs. 


A trouble plaguing celebrated cases or issues, whether they be of a generic nature, such as yours. 
or of a more specific nature, as seen most recently in regard to the National Surgical Adjuvam Breas: 
and Bowel Project (NSABP) and fabrication of data, 1s the tendency to regard isolated events as the 
rule rather than the exception. [n the eyes of the public, we are seen a3 researchers, so driven by our 
quest for fame and fortune, capable of any act so long as it advances our cause. We live in an era 
without need for denominaters. Numerator counts are sufficient to reach conclusions and for 
wmplementing “fixes” | trust the committee is a respecter of denominator data and that it will hase us 
conclusions and recommended “fixes” or conclusions supported with denominator data. 


An option flosted in various quarters, to which | confess some instinctive wariness, 13 a national 
IRB of sort: | support the notion that we would benefit from a standing commission akin to that 
producing the Belmont Report but not the notion of an added layer of review for individual studies. 
There are already too many layers of review. If we are to move in the direction of a national IRB we 
should do so with a revamping of the existing [RB structure and review processes That some 
revamping is in order is obvious from the time and effort required for initiating any multicenter 
activity Every participating site reviews the proposal as if it were the only performing site and does 
80 without regard to reviews of other IRBs, including that of the parent IRB (ie, the one from which 
the proposal emanates or from which it starts its course through other (RBs) Indeed, from this 
perspective some process requiring a detailed and searching review at the parent site and with that 
review recognized by sibling sites would be advantageous However that could be achieved by 
streaming existing structures. rather than by adding layers of review to that structure 


The “typical” view of IRBs, from the perspective of individual investigators, is one of mild 
disdain. At best, one's IRB is viewed as an obstacle to be dealt with rather than being seen as a 
resource and force for keeping one from doing something that 1s questionable or wrong More often 
than not, suggestions for change emanating from such reviews are seen by investigators as the product 
of a group of ne'er-do-wells, consummately naive about the realities of research The commutiee and 
its work is neither well understood nor appreciated 


“Fixes” are needed to improve the climate of research institutions in regard to the ethic IRBs are 
charged with protecting IRB practices vary in regard to review of the underlying rationale and 
design for a proposed study The supposition in the corridors of most research institutions 1s that 
IRBs are concerned primarily with consems and the way they are worded Hence. a challenge to 
one's work from an IRB, because the underlying rationale 1s weak or because the design 1s judged to 
be inadequate, 's likely to be seen as idle meddling The hand of IRBs should be strengthened by 
making « clear to all concerned that they are obliged to reject research having faulty rationale or 
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design, even if « ts Considered to be harmiess One can reasonably argue that research 50 poorly 
concerved. designed. or conducted 0 as to be worthless is, by definition, unethical because it has no 
benefit to those being resewched upon and. hence. even the mere nuisance of being contacted. let 
aione aiendam nsk if amy. is unjustified 


Given my druthers, | would be moving toward a form of certification for researchers as a 
condition for conducting research on human beings The institution would be responsible for 
certification and the individual would be respunsible for maintaining the certuificauion The 
certification would consist of exposure, in didactic settings, to the norms and standards for research 
on human beings and would inciude review of existing principles of medical ethics, starting with the 
Nuremberg Code and as precursors included as wel! would be discussions of the nature and function 
of IRBs and (RB-imvestigator commitments and expectations The concept of certification would be 
extended to administrative heads of departments and institutions inciuding chairs. deans. presidenus 
ee a eT 

review 


Another change in : efation to [RBs would be to strengthen thew hands in requiring forms of 
OMOrng MonHoring om relation to studies where cominuation depends on a sustamned state of 
equiporse 9 The issue of prudent cominuation arises principally in randomized trials and in other 
ongoing activities affected by changes in our state of knowledge IRBs are largely indifferen to 
«ssues of ongo’ ig Monne |g in relation to sustemed states of equporse §=Mosi mayor journals require 
evidence of IRB review and of informed voluntary consent on the part of those heing studied. as 1 
condition for ;ublication, but are indifferent to whether or not nvestigators performed interim 
analyses to allow them to alter the study design or terminate the study if indicated by accurwisted 
data indeed the Tuskegee Study s. in effect. a study without such monsoring 


P eoccupation wah p-values and statistical significance, and confusion regarding interim looks at 
data. has resulted in a clinical enterprise in a collective lethargic state in regard to the need for 
Ongomng monsoring Triats justified a the outset — there being a state of equiporse regarding the 
(rearment regimens to be tested — are appropriately continued only so long as that siate remains 
Com inued enrolimem and treatment. once a trial 1s underway. 1s justified only so long as 8 reasonable 
state of equiporse remains = it can be argued that one 1s obligated to stop enrolling or treating and to 
—— 
songer 


Investigators are encouraged to avoid peeks a thew data over the course of a trial, if for no reason 
other than fear of criuscrsm from thew peers when thew wort 1s published Drug compames res:si the 
monon of imerim loots for fear that such looks will cause the FDA to question thei findings when 
and if the trial 1s used im retation to 8 new Grug application indeed. the FDA sends out mixed 
Signals regarding the need for interim loots To be sure, it encvurages such monitoring on principle. 
and now especially in the wake of the recent tragedy regarding s drug with promise for treaumem of 
chrome nepatitis virws B (FIAU), but at the level of individual review officers. the FDA remams 
more comfortable with data from trials being run to thew appointed ends devord of peets than with 
trials with peeks for ongoing monsoring 


Any study where comtmuation depends on a sustained state of equiporse should be required to have 
ONGong Monmoring as a condition for approval implica in that requirement is the establishment and 
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maintenance of real ume data flows so that meaningful analyses can be performed Trials involving 
the case report form of data collection (ie, where the entire set of forms needed for snroliment and 
followup of a pauem 1s completed before the set 1s sem to the data processing cemer) would be 
considered to violate the real time data flow requiremem. absent other “wortarounds” The 
monntoring requirement should apply to single cemer as wel! as multicemer studses and should 
typrcally. be performed by some person or body (commuttee or board) independent of the research 
Uniess the investigator can mount compelling arguments as to why such monnoring is not needed (in 
that 1s absence poses no threa to patients). « should be required 


A “fix” that truly has been needed for some time, sa system of registration of all studies 
involving research on human beings | argue that being able to carry out research on human beings 1s 
& privilege, not a right, and that being able to do so is 2 form of public trust regardless of who 
supports that research, that violations of procedures, norms. or ctandards serve to erode that trust. 
individually and collectively | reject the notion of confidentiality or “secrecy” in all forms of 
research imvolving human beings becaure of «5 inherent and obvious dangers | beleve that any 
research proposal. once approved, should be a matter of public record That record should inctude 
details regarding the ranonsie of the study and sbout is design and protocol | believe. as well. that 
academic and governmental funded institucions should. on principle. refuse funding requiring those 
who perform the research to Se constramed from making basic information, such as that listed above. 
available | believe also that the product of IRBs. in the form of approved proposals. showid 
automatically become part of a national archive ss produced via harvests from local [KBs A cemral 
registry. 50 produced and maintained. would have obvious advantages Were such a registry to have 
been in place years ago we could have been spered much of the rhetoric regarding gender bias (ie. as 
to whether or not it exists in trials and in other areas of the climecal research) and would have a betier 
basis for investigations of the kind you are doing It 1s puzzling why we. as a Nation. have found « 
easier to curse the darkness rather than light a candle it. this regard. Perhaps your work at least will 
cause us to strike a match. 


Sincerely. 

—~ e Wt ae © 
Curtis L Muinert, PhD 

Professor 


Enctosure 
Copy of writen testimony presented to Commutiee on Governmemal Affairs of the Unmned States 


Senate (25 January 1994) 
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Committee on Governmental Affairs of the US Senate 
Hearing on radiation and other experimentation on human being 


20 January 1994 
Testimony of Curtis L Meinert 
Curtis L Meinert, PhD Center for Clinical Trials 
The Johns Hopkins Universi 615 North Wolfe Street 
School of Hygiene and Public Health Baltimore Maryland 21204 
Department of Epidemiology 410 955-8198 
Professor of Epidemiology and Biostatistics (fax) 410 955-0932 
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Senator Glenn, Committee members, | am pleased to have the opportunity to com- 
ment on the issues being addressed in these hearings. My area of expertise is as a 
methodologist trained in the fields of biostatistics and epidemiology, with a specialty in 
the design and conduct of clinical trials. | am the founding editor of Controlled Clinical 
Trials and the author of a textbook having to do with the design, conduct, and analysis of 
clinical trials. | have served on various IRBs and currently chair the IRB of the School of 
Hygiene and Public Health of The Johns Hopkins University. | am not a radiation expert 
nor do | have any experience in radiation studies, hence, | am not in a position to offer 
opinions as to the legitimacy of the radiation research in question, or on the adequacy of 
the consent processes underlying those efforts. | wish, instead, to address some of the 
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broader issues being addressed in these hearings. | will start with some general cautionary 
notes, then proceed to a review of some of the history underlying our research ethics on 
human beings, then to a review of existing safeguards. | will conclude by offering a few 
suggestions as to added safeguards. 


Personal perspective 

My perspective is that of a public health clinical researcher concerned with improving 
our collective health and well-being by trying to make certain the treatments that we use 
are safe and effective. The primary tool for such evaluations is the randomized clinical 
trial. The sad fact is thet most of the treatments in use today have not been adequately 
tested using that tool. Equally sad is the fact that when we do test some of our supposed- 


ely tried and true treatments via randomized trials they are found to be of questionable 


value. 


On the difference between that which is ill-advised vs that which is unethical 

We need to distinguish between that which, in retrospect, is judged to have been ill- 
advised as opposed to that which was unethical by the standards of the time. As suggest- 
ed, many of the treatments and remedies in use today will be judged as useless or ill- 
advised at some time in the future. This is easily seen when one looks back in time. The 
account of Ambroise Paré, a surgeon in the battle to capture the castle of Vilaine in 1537, 
serves as a graphic reminder of this fact. The treatment for gunshot wounds in those days 
consisted of dousing the wound with boiling oil. Fortunately for those wounded, the 
battle was so heated so as to cause Paré to run out of boiling oil and causing him to use 
an ointment made of egg yolks, oil of roses, and turpentine instead. To his great surprise 
he found, on visiting his patients the following morning, that those treated with the 
ointment fared better than those treated with the boiling oil. He wrote: 


I raised myself very early to visit them, when beyond my hope | found those to whom 
I had applied the digestive medicament, feeling but little pain, their wounds neither 
swollen nor inflamed, and having siept through the night. The others to whom | had 
applied the boiling oil were feverish with much pain and swelling about their wounds. 
Then | determined never again to burn thus so cruelly the poor wounded by 
Arquebuses. (Packard FR, Life and Times of Ambroise Paré, 1510 - 1590, Paul B 
Hoeber, New York, 1921) 


Whenever | tell students this story, in a course | teach on trials. | see smiles of 
bemusement at the apparent stupidity of Paré, until. that is. | remind them that others will 
stand where | stand years hence telling similarly “amusing” stones about our treatments. 
The point of the story is that norms for whai is ill-advised change with time, and had Paré 


778 


Meinert, 20 January 1994 


had the wherewithal and wisdom to test his preferred treatment he could have spared his 
patients an unpleasant and ineffective treatment. 


Risk-beanefit 

There is no such thing as a safe treatment. They all have risks. The best one can 
hope is that the benefits, on average, outweigh the risks. There is, I fear, a collective 
naivety in the public regarding the so called risk-benefit ratio of treatments. We want the 
benefits but none of the risks, and we are always surprised when we discover that a seem- 
ingly safe treatment has risks. 


The recent flurry of events, and accompanying publicity, regarding radiation studies 
done in the past has created a crisis of confidence that extends far beyond the specifics of 
radiation research. It is a crisis that concerns us all whatever our perspective — that of a 
research subject, a researcher, citizen, or human being. Hence, it is appropriate to have a 
public airing of the specifics, and of the general issues involved, to restore the trust of the 
public in the collective research enterprise where indicated, and to correct deficiencies 
where noted. We will not help anyone, starting with those we try to treat, if this debate 
leads the public to believe that they are likely to be unwitting guinea pigs every time they 
enter a health care facility. We have a crisis of confidence that, unless dealt with forth- 
rightly and resolutely, will affect us all, to the extent that we depend on mutual trust and 
respect in carrying out any research on human beings. The ability to do such work is, 
itself, a form of public trust and violations of that trust have the potential of pushing us 
back to the era nonexperimental empiricism in choosing the treatments we use. Even the 
term guinea pig is unfortunate because of its emotional connotations and because of the 
implication that lack of experimentation is the preferred state. One can argue, in a broad 
sense, that all of Paré's patients were guinea pigs in that he used treatments without any 
convincing data to indicate their effectiveness. 


Changing sttitudes regarding risks 

We also need to remember that our attitudes regarding risk change with time. That 
which we regard as risky today may have been viewed as innocuous in the past. We need 
only think of smoking to be reminded of that. Though smoking was not necessarily 
endorsed by the medical profession. there was no organized objection to advertising claims 
that more doctors smoked Camels than any other brand. By the same token, there is, | am 
sure, a goodly number of people in this room old enough to remember wiggling their toes 
under x-ray machines in shoe stores. The almost ubiquitous nature of those machines tells 
us something about our attitude regarding radiation at that time. 
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For all of these reasons, it is unfair and dangerous to use 1994 standards to evaluate 
processes and practices in the 1940s, 50s, and 60s. Though the interval of time since the 
1940's is small measured against the interval since Paré's time, it spans different eras in 
relation to norms and standards underpinning the research and consent processes. 


On the interpretation of numerator data and the absence of information 
A disconcerting aspect of revelations of the sort now in the news is that the public is 
left without any means of knowing the nature or extent of concerns being expressed. The 
tendency to concentrate on numerator data (counts of questionable studies) without 
data (counts of all studies) has the real potential for misleading and misin- 


senominator 
forming. It has the potential of leaving the public with the impression that the system is 


profoundly flawed, when in fact it is in all probability 99 1/100th % pure. 


I urge you, as you proceed with your work, to have the eyes of an analyst. Require 
denominators for numerator counts. I urge, as well, a healthy skepticism whenever exam- 
ples are given as proofs for the general claims, especially in relation to. such issues as 
vulnerability of those studied or their demographic mix. All study populations are, in one 
sense or another, select and, hence, unrepresentative of the population as a whole. Also 
we need to refrain from assuming that the absence of a documented consent means that 
consent was not obtained or given. 


Consent practices and ethical principles 
Practices in place today are the product of an ever changing set of norms and 


_ standards. Key documents in this evolution include: 


The Nuremberg Code of 1947 

The Helsinki Declaration of 1964 (subsequent revisions) 

USPHS Surgeon General's memo of 8 February 1966 

The Tuskegee Syphilis Study Ad Hoc Advisory Panel Report (1973) 

The Belmnont Report of the National Commission for the Protection of Human 
Subjects of Biomedical and Behavioral Research, entitled Ethical Principles 
and Guidelines for the Protection of Human Subjects of Research, dated 18 
April 1979 

© The NIH Revitalization Act of 1993 
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The Nuremberg Code on consent 

The Nuremberg Code of 1947 is explicit on the need for voluntary consent, free of 
coercion, as an essential prerequisite to undertaking any research involving human beings. 
It reads, in part: 


The voluntary consent of the human subject is absolutely essential. 


This means that the person involved should have legal capacity to give consent; 
should be situated as to be able to exercise free power of choice, without the interven- 
tion of any element of force, fraud, deceit, duress, overreaching, or other ulterior form 
of constraint or coercion; and should have sufficient knowledge and comprehension of 
the elements of the subject matter involved as to enable him to make an understanding 
and enlightened decision. This latter elemers requires that before the acceptance of 
an affirmative decision by the experimental subject there should be made known to — 
him the nature, duration, and purpose of the experiment; the method and means by 
which it is to be conducted; all inconveniences and hazards reasonably to be expect- 
ed; and the effects upon his health or person which may possibly come from his par- 
ticipation in the experiment. (Levine RJ, Ethics and Regulations of Clinical Research, 
Urban and Schwarzenberg, Baltimore, 1981) 


USPHS Surgeon General's memo of 1966 

Abuses brought to light in the early and mid 60s (involving the use of vulnerable and 
disadvantaged subjects without their consent) led to the imposition of formal requirements 
for consents, as well as for documentation of those consents, as a condition for receipt of 
funds from the USPHS. That led, ultimately, to the current structure and review processes 
vested in what today are known as Institutional Review Boards (IRBs). 


Tuskegee Syphilis Study Ad Hoc Advisory Report 

The report of the Tuskegee Syphilis Study Ad Hoc Advisory Panel of 1973 dealt with 
ethical issues raised in a syphilis study of mostly poor black males living in Macon 
County, Alabama. The primary issue had to with the failure to offer appropriate treatment 
to members of the study cohort once an effective treatment (penicillin) became availabie. 

Belmont Report of 1979 

The Belmont Report is of note because it served to set forth three basic ethical 
principles for research on human beings. Those principles are known as the principles of 
beneficence, justice. and respect for persons. 
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Conseat practices and ethical principles 
Belmont Report of 1979 


principle of beneficence: Asserts that the options available to the researcher in 
treating or caring for persons in a study is limited to that set justifiable and considered 
to represent beneficent forms of care and treatment 


principle of justice: A principle that asserts that the care and treatment performed or 
offered in a research setting involving human beings must be done in a just fashion; 
not to the benefit of a few and to the exclusion of others 


principle of respect for persons: A principle that asscrts that the care and treatment 
performed or offered in a research setting involving human beings must be done in a 


e  feshion denoting respect for those so cared for or trested 


1993 NIH Revitalizatien Act 

The portion of the 1993 NIH Revitalization Act dealing with trials has the *ffect of 
imposing design standards in an effort to ensure valid analyses for treatment by sex and 
treatment by ethnic origin interactions, tbat is, analyses aimed at determining whether the 
treatments being tested work differently in women than in men or in ethnic minorities than 
in ethnic majorities. The provision reads in part: 


In the case of any clinical trial ir. which women or men.bers of minority groups will 
under subsection (a) be included as subjects, the Director of the NIH shall ensure that 
the trial is designed and carried out in a manner sufficient to provide for a valid 
analysis of whether the variables being studied in the trial affect women or members 

__ Of minority groups, as the case may be, differently than other subjects in the trial. 


Institutional Review Boards and their function 

One of the questions being addressed by the Committee has to do with human 
experimentation in general, and whether research underway today is being conducted 
according to the highest ethical, scientific, and medical standards. There is, of course, no 
way to answer that question with 100% assurance, absent extensive efforts. Even then, 
those assurances may be called into question years later under a changed value system and 
new perspectives. Further. in so vast an enterprise. the issue is not whether all that which 
is underway meets those standards, but rather whether there is anything more that we 
could or should do to increase our leve! of assurance. Here | would urge caution and 
conservatism in proposing new safeguards without convincing evidence of their necessity, 
and especially without the analogy to an environmental impact assessment as to the effect 
of new requirements on the research enterprise. As a case in point, the “valid anaiysis 
requirement” contained in the NIH Revitalization Act of 1993, taken at its face value, is 
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likely either to increase the cost of trials without a corresponding return on investment or 
to reduce the number of trials that can be done on anyone. 


Virtually all research involving human beings today is subject to review and approval 
by IRBs, as consututed and operated under guidelines promulgated by the Office for 
Protection from Research Risks of the NIH, prior to initiation. Technically, the Code of 
Federal Regulations (45 CFR §46.111(a)(1)) mandating such reviews and approvals as a 
condition for initiation applies only to federally funded research, but the usual practice of 
most research facilities is to require such reviews and approvals regardiess of funding 
source. In addition, changes or modifications following approval are subject to review 
And approval prior to implementation. Invesugators are obligated to report any proposed 
change in protocol, including those related to enro!iment, eligibility, and consent before 
they may be implemented. The usual practice is to grant approvais for a period of one 
year at atime. Projects approved may be stopped by the IRB at any time if, in its 
collective judgment, the projec: is considered to be unsound or to have violated basic 
principles set forth in the Belmont Report. 


Research’ is broadly defined as: 


Systematic investigation, including research development, testing and evaluation. 
designed to develop or contribute to generalizable knowledge. Activities which meet 
this definition constitute research for purposes of this policy, whether or not they are 
conducted or supported under a program which is considered research for other 
purposes For example. some demonstration and service programs may include 
research activities. (45 CFR §46.192(d); 18 June 1991) 


The definition includes all research done on or relating to people or their body fluids or 
tissues, as well as that done on records or data collected on human beings, even if the 
specific project in question does not involve any contact with persons to whom the records 
or data pertain. 


The regulations set standards for membership and composition of the Boards and 
specify provisions for protection from conflicts of interest. Specifically, 45 CFR §46.107 
States 


(a) Each IRB shall have at least five members, with varying backgrounds to promote 
complete and adequate review of research activities commonly conducted by the 
institution. The IRB shall be sufficiently qualified through the experience and 
expertise of its members. and the diversity of the members, including consideration of 
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race, gender, and cultural backgrounds and sensitivity to such issues as commusmity 
attitudes, to promote respect for its advice and counsel in safeguarding the riy'sts and 
welfare of huwnan subjects. In addition to possessing the Comes. we 
necessary to review specific research activities, the IRB shall be able i: @22vtain the 
of proposed research in terms of institutional commitmen:: on: regula- 


reviews research that involves a vulnerable category of subjects, such as cividren, 
prisoners, pregnant women, or handicapped or mentally disabled persons, consider- 
ation shall be given to the inclusion of one or more individuals who are knowledge- 
able about and experienced in working with these subjects. 


(0) Every nondiscriminatory effort will be made to ensure that no IRB consists 
entirely of men or entirely of women, including the inz"itutton's consideration of 
qualified persons of both sexes, so long as no selection is made to the IRB on the 
basis of gender No IRB may consist entirely of members of one profession. 


(c) Each IRB shall include at least one member whose primary concerns are in 
scientific areas and at least one member whose primary concerns are in nonscientific 
areas. 


(@) Each IRB shall include at least one member who is not otherwise affiliated with 
the institution and who is not part of the immediate family of a person who is 
affiliated with the institution 


(e) No IRB may have a member participate in the IRB's initial or continuing review 
of any project in which the member has a conflicting interest, except to provide 
information requasted by the IRB. 


(@) An IRB may, in its discretion, invite individuals with competence in special areas 
to assist in the review of issues which require expertise beyond or in addition to that 
available on the IRB. These individuals may not vote with the IRB. 


The reviews involve assessments aimed at ensuring that risks to subjects are 
minimized and that the potential for benefit is greater than the potential for risk. IRBs are 
obligated to make certain that risks have been minimized before approving any project. 
The regulations specify that (CFR §46.111(a)(!)): 
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Risks to subjects are minimized: (i) by using procedures which are consistent with 
sound research design and which do not unnecessarily expose subjects to risk, and (ii) 
whenever appropriate, by using procedures already being performed on the subject for 
diagnostic or treatment purposes. 


Those requirements are taken to imply that research so poorly designed or conducted so as 
to be worthless is, by definition, unethical because, even if risk free, the nuisance of being 


studied is not worth the return to the subject. 


The nature of the consent required and the kinds of information to be imparted before 
asking for consent are also explicitly set forth in CFR §46.116(a). The basic elements of 
‘consent include the following: 


(1) A statement that the study involves research, an explanation of the purposes of the 
research and the expected duration of the subject's participation, a description of the 
az; to be followed, and identification of any procedures which are expertmen- 


(2) A description of any reasonably foreseeable risks or discomforts to the subject 


(3) A description of amy benefits to the subject or to others which may reasonably be 
expected from the research 


(4) A disclosure of appropriate alternative procedures or courses of treatment, if any. 
that might be advantageous to the subject 


(3) A statement describing the extent, if any, to which confidentiality of records 
identifying the subject will be matniained 


(6) For research involving more than minimal risk an explanation as to whether any 
compensation and an explanation as to whether any medical treatments are available 
if injury occurs and. if so, what they consist of or where further information may be 
obtained 


(7) An explanation of whom to contact for answers to pertinent questions about the 
research and research subjects’ rights, and whom to contact in the event of a re- 
search-related injury to the subject 
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Coasest practices aad ethical priacipies 
Institutional Review Beards and their function 


(8) A statement that participation is voluntary, refusal to participate will involve no 
penalty or loss of benefits to which the svbject is otherwise entitled, and the subject 
may discontinue participation at any time without penalty or loss of benefits to which 
the subject is ciher=ise entitled 


There is, of course, no guarantee U:si every research project involving buman beings 
is submitted for [IRB approval. However, the chances of serious breaches in the [RB 
approval process are smail, if for no other reason than thet investigators know they face 
severe penalties for violations of that process — penaitics that include censure, debarment, 
and dismissal. The chances of serious breaches are diminishingly small in the case of 
funded research involving human beings, and particularly so in the case of such research 
“involving Federal funds. lnsutunons such funds are required to certify that [RB 
approval has been granted prior to release of those funds for use in the research proposed. 


Now as to future direction, and whether or not added safeguards are necessary ec 
have a tendency to intervene and “fix” without any certainty that a fix is needed, and often 
without much appreciation of the long term implications of the “fix”. Common sense 
dictates the need for a certain conservatism in terms of interventions. The existing |P.8 
process is arduous and sound Hence, efforts, in my judgment, should go to fine tuning 
that process rather than imposing still other reviews on top of those already in place A; 
it stands now, it can take months to obtain the various reviews and approvals needed ‘0 
proceed. Added levels of reviews will add to that time. As a Nation, we cannot ask the 
research enterprise to be more expeditious and efficient in developing new treatments for 
conditions, such as AIDS, on the one hand, and on the other slow it down with added 
reviews and clesrances before projects can be started. 


The emphasis should go to providing training for [RBs, and their memberships. i: the 
nature and extent of their responsibilities. Similarly investigators preparing to undertake 
research on human beings should be required to demonstrate an adequate working 
knowledge of the norms snd ethical principles of research in general, and those pertaining 
to research on human beings in particular. Federal guidelines now in place mandate such 
training for the principal investigators (Pis) of training grants as well as all student recip:- 
ents of funds from such grants (N/JH Guide; Vol 20, No 32, 23 August 1991). The same 
kind of training should extend to all personne! preparing to engage in research on human 
beings. 
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Proyects, once approved, should undergo periodic reviews similar to those performed 
when the project is first reviewed and approved. Those reviews would be, of necessity, 
more searching and demanding than the annual reviews now in place. These more exten- 
sive reviews might be required every $ years and would be equivalent, in nature and 
extent, to the initial review. 


Our best defense against abuses is vie openness and accountability at the level of 
individual IRBs, as well as on a collective National basis. There is no way to dispel or 
combat perceptions, whatever they may be, without deta The fact that we have no 
organized system for characterizing the nature of our research enterprise works to the 
disadvantage of all. The “valid analysis requirement” of the NTH Revitalization Act of 
1993 arses in large measure from the perception that the collective research enterprise of 
the Nation is less concerned with the diseases and conditions afflicting women than those 
of men, and less concerned with the diseases and conditions of the ethnic minorities of our 
population than those of our ethaic majorities. Though there are reasons to question those 

and the usefulness of the valid analysis clause of the Act (Controlled Clinical 
Trials, Vol 14, Dec 1993), such questioning is largely futile without an extensive database 
enabling us to judge the way in which our resources are spent in researching the vag ous 
segments of our population. 


I urge that consideration be given to umplementing s Nationwide system of registre- 
tion for all IRB approved projects, starting with multiple project assurance (MPA) IRBs. 
A system of registration at the local [RB level, and « central system for harvesting that 
information, would give us the means for answering questions such as those raised by 
Senator Glenn in his letter to panelists. It would heve a number of other values as weil; 
for instance, in relation to addressing concerns of »quity in regard to our collective 
research agenda as it pertains to issues of gender and ethnic origin. In addition, it would 
provide the research community with a means of reducing redundant research and for en- 
couraging collaboration and interaction across institutions. 


My hope is that such a system will come into being in my lifetime. I believe we 
need it. 


' Thank you. 


Mr Chairman, | would be pleased to have the full text of my remarks entered into the 
Record. 
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Human Radiation Experiments 
S726 M Street, N.W., Suite 600 
Washington, D.C. 20036 


Dear Dr. Paden: 


In Dr. James Theodore’s absence, I am writing on behalf of 
Stanford University’s IRB in response to your letter of Pebruary 
7, 1995. 


YoU ask which aspects of the current systes for protection of 
rights and interests of research subjects “are in need of change" 
and what we would do differently if *charged with the 
responsibility of ensuring the rights and interests of human 
@ubjects in medical research.* 


The work of your Committee will not be complete without «a 

and detailed review and re-examination of current 
federal regulations on this topic, as interpreted and 
administered by the Food and Drug Administration (FDA) and the 
Office for Protection from Research Risks (OPRR). 


inetitution well. It could 
institutions. 


its position and decided that we were 
their regulations. The procedural asked us to 
make seriously impaix the ability of -arge institutions such as 
ours to guarantee the protection of research subjects. 


If your Committee is seriously committed to assuring meaningful 
institutional review of research protocols for safety and ethical 
conduct, Stanford would be gled to explain our concerns in detail 
at a time and place of qutual convenience. I am enclosing « 
document to provide background on the concerns. 
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Ruth R. Paden, Ph.D., M.P.H. 
Pebruary 21, 1995 
Page two 


Please let we know if I can be of further assistance in this 
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MEMORANDUM 
February 12, 1995 
(0: H. Craig Heller, Ph.D. 
te Associate Dean of Research 4 
FROM : David D. Oakes, M.D., Associate Professor of Surgery 


Stanford University School of Medicine 


The following paragraphs represent thoughts on the recent FDA 
challenge to Stanford’s procedures for reviewing medical research 
inyolving human subjects. Qur current em is so obviously 
superior to the alternatives that the versity almost. has a 
moral obligation to defend our system as vigorously as Dy 
within the government administrative hierachy and possibly in the 
political arena as well. The foll are some basic thoughts 
which could be expanded or clarified if you see fit. 


Following a routine inspection last year (April 26 - May 3, 
1994), the Food and Drug Administration (FDA) informed President 


_ Gerhard Casper that Stanford’s Institutional Review Board “has 


not complied with FDA ations® - ly because 
research protocol invol 
discussed at a convened meeting. This sudden change in FDA 
policy was unexpected, unexplained, and - in our opinion - 
unjustified. 


By way of background, a similar concern was raised by the FDA 
after its previous routine inspection (March 22 - 24, 19869). At 
that time we explained that Stanford's procedure relies primarily 
upon extensive, in-depth review prior to the monthly meetings - 
by three times ae many reviewers as required by FDA regulations. 
Written questions and answers are between the reviewers 
and the investigators and are circulated to all reviewers. This 
well-documented exchange continues until all the reviewers (a 


‘majority of the Committee) are satisfied and have given written 


approval. Formal approval is still not granted until a 
meeting, at which time any member can raise questions about any 
protocol on the list of those endorsed by the primary in-depth 
reviewers. This list is then approved by a block vote without 
individual discussion unless specifically requested. 


FAW 


in October, 1969, after reviewing the detailed explanation of our 
process, the FDA informed us that our review procedures “do meet 
*. Our 


HAD NWO REASON TO REVISIT THIS ISSUE. 


‘Dur review process has not changed since 1989. 


Pederal Regulations have not changed since 1989. 


We are not aware of any subject who has been harmed by any 
perceived deficiency in our review procedures. 


We are therefore, justifiably puzzled by being suddenly deemed 
out of compliance with FDA regulations. 


Stanford’s review procedures have evolved over the years 
of insuring rigorous in-depth well-documented review of 
——— - both to protect human subjects and to fulfill the 
etter and the spirit of relevant government regulations. As a 
leading center of biomedical .research, Stanford’s IRB is asked to 
review a large number of protocols (presently between 2500 and 
3000 per year). Given this volume, we feel that it is neither 
necessary nor desirable to discuss every protocol individually at 
a convened meeting. 


as a way 


The advantages of our present system are 


1. Reviewers have unlimited time - working individually - 
to peruse and ponder protocols. 


2. Reviewers are forced to focus their concerns into 
precisely stated questions that are transmitted 
anonymously to the investigators. 


3. The investigators are forced to respond clearly and 
completely to the specific questions posed by the 
reviewers. Failure to do so will lead to a further 


round of correspondence. 


4. All reviewers are aware of the questions and concerns 
raised by the other reviewers. Even if a reviewer 
initially had no questions, he may be stimulated by 
another reviewer's questions to raise additiona] 
inquiries of his own. 
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Reviewers have an entire month to think and rethink 
their evaluations and to pose additional questions. 


All of this interchange is in writing, therefore well- 
documented and available for future reference and 
audit. There is little room for ambiguity about what 
iesues were discussed and how they were resolved. 


By limiting scheduled meeting commitments to a single 
monthly meeting lasting only one and a half to two 
hours, it is possible to have one large committee. 
This permite: 


a) The recruitment and retention of a wide variety 
(but relatively emall number) of experienced, 
interested, knowledgeable, conscientious 


b) The assignment of thrice the required number of 
reviewers to each protocol. 


c) A high of consistency in the standards 
applied to all research protocols throughout the 
university. . : 


Because full committee discussion is limited to those 
s about which one or more in-depth reviewer 


protocols already 
approved by a majority of the Committee foll in- 
Gepth written review. Time is therefore available to 
discuss broader icy issues of general concern 
regarding ethi and procedural matters. 


By contrast, requiring a detailed discussion of each 


protocol at a convened meeting is 


ical, inefficient, and 


has numerous disadvantages which quite likely would make it less 
and less reliable 


in protecting human research subjects 


at our institution: 


1. 


Even a cursory discussion of a protocol and its consent 
form could hardly be done in less than 15 minutes. A 
monthly agenda of even 240 protocols would therefore 
require 60 hours of meeting time! This would obviously 
necessitate the formation of multiple committees. 


Multiple committees would need to be smaller - chus 
providing fewer reviewers and potentially less adecua-+ 
review. [Federal regulations require only 5 members 
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for an IRB. A convened meeting requires a quorum (3 
members). Approval is by majority vote (2 members)). 
Obviously review would be less extensive than under our 
present systes.. 


Multiple committees would require recruitment of many 
more reviewers - undoubtedly diluting the quality of 
individuals available to serve in this important 
capacity. 


Reviewers would have only one time to raise their 
questions and concerns - and would do so without 
Communicating with the investigators. Follow-up 
questions or clarifications would delay of 
until a second meeting - effectively doubling 


work load. 
Unless a st her were present, minutes of the 
meetings would 1 y be incomplete and documentation 
of questions and concerns less satisfactory than our 
present systes. 


There would likely be variation in the quality and 
consistency of review performed by a variety of small 


Pinancial cost for supplies and administrative rt 

f would be increased many fold. This, obviously, 

ad be justified if the quality of our review process 
- the reasons discussed 


It is ironic that the NIH has recently criticized the University 


of California Los 


les for *failure by the UCLA Medical Center 


IRB to require satisfactory written informed consent documents" 


for two research 
exposed to significant risks about which they had not been 
adequately warned. On page 22 of the document entitled 


"Evaluation of Human Subject Protection in Schi 
Conducted 


11, 1994, 


jects in which participants were allegedly 


a Research 
by the University of California Los Angeles" issued May 
the Office for Protection from Research Risks, Division 


of Human Subjects Protection, states: 


*...the UCLA Medical Center IRB is responsible for the 
initial and continuing review of a very large number of 


protocols. 


OPRR invites UCLA to examine whether the 


Creation of additional IRB’s or other innovations 
(emphasis added) might be desirable to enhance UCLA’s 
institutional protections for human subjects.“ 
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We respectfully suggest that Stanford’s system of premeeting in- 
or written well-documented review is just such an “innovation" 

an effective and efficient way for a large 
pnd institution to provide reliable review of a large number 
of research protocols. We feel that this procedure would 


*“enhance...institutional protections for human subjects" even for 
emaller IRB‘s. 


We should not only vigorously defend our system, we should also 
commend it to others. 


Y would be delighted to discuss any or all of these issues with 
you at your convenience. 
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Treneere .. Prive, M0. Uneversity of Caidornia, San Francisco .. . A Health Sciences Camous | 


Omeeress nana, Ocerey It is my opinion that the current system is extremely effective; it is well 
tan Francesa, CA 04 102-0808 monitored; and yet it is tolerable. The latter is the case since it is administered at the 
fax at8h are aabe local level and by the involved sponsoring and national groups, rather 
. than by a major federal bureaucracy. | the maintenance of the 
current system of ‘human subjects research and the radiation research 
which is an integral part of this system. 
Ruth R. Faden, Ph.D., M-P.H. | 
Chair Theodore L. Phillips, M_D. 
Attention: Denise Holmes Professor and Chairman 
Advisory Committee on Human Radiation Experiments | | 
‘1726 M. Street, N.W., Suite 600 TLP ame 
Washington, D.C. 20036 
co | 
~ Dear Dr. Faden: 


: Thank you for your letter of February 15. My own view of the current system 
of assuring the ethical conduct of medical research is that it is an excellent one. It is 
based at the local level The human subjects research committees are broad-based, 
Se hae eatientadanakesolin A 
entast of the Me orn sen Copan ws system 
are aware outcome the 
Silcoin otto deccien tipanmat 
nce pir po Hom Sl haar ac nich cin 


Evaluation of new devices is carried out under the FDA regulations which 
are quite stringent in terms of human subjects review and approval. 


The national groups which conduct studies involving radiation in humans 
maintain their own strict review of Site visits are carried out 
in which one of the major questions is - Is there a properly worded and signed 
consent form present in the records to document compliance with human subjects 
regulations? 
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University Epptey Sconce Hat 30! 
of Nebraska onma ta enebane 
Medical Center Fax: e02) $50 7008 


February 20, 1995 


-~ R. Faden, Ph.0., M.P.H. 

ir 

Advi Committee on Human Radiation Experiments 
1726 A Street, 4.¥., Suite 600 


Currently, I think there is little dowbt that a study of the IRB system would. 
reveal existence of a | IRBs in teres of 

application of HHS (4SCFR46) and (21 50. 
statement on 14 of experience which has 
fateraction with across the nation. While the 
ia a “black and white" itaflexible fashion, 1 
standards 
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regular (e.g., every 3-5 ) on-site inspections by the Office of Protection 
from Research Risks ( ). 
At conduct 


fon 
expanding OPRR's staff in order to develop a system of randen OPRR | 
of IRBs at aultiple assurance (MPA) institutions. While such 
nspection systen would not cover al! sites-where aedical research is conducted, 
t certainly would result in significant taprovement in the quality of IRB review 
at aajor research institutions where deficiencies are identified. 
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Ruth R. Faden, Ph.0., M.P.H. 
February 20, 1995 
PAGE TWO 


It is tronic to think that the American Association for the Accreditation of 
Laboratory Animal Care (AAALAC) has accredited 550+ institutions and this 
accreditation requires submission of a detailed self-study and AAALAC site visit 
every 3 years. We do not, however, have a comparable system for accreditation 
of institutions involved in human subject research. While the MPA systen 
perme some accountability, it is not sufficient es evidenced by the fact that 

currently has 100+ compliance cases which require investigation or other 
action. The obvious question which arises is how many other cases of 
noncompliance have simply not surfaced. I do not sean to suggest that humans are 
frequentiy being abused during the course of sedical or behavioral science 
research. I don’t think this is the case. I do, however, think the IRB systes 
could be improved through the mechanism of sel f-studies combined with site visits 
and an emphasis on education. 


Finally, it aust be ized that HHS and FDA + pw do not apply to 
human subject $ 


research. | assume there are hospitals and small colleges or 
institutions who conduct non-federally funded and non-FDA regulated research 


I trust these abbreviated comments will prove helpful. If I can be of further 
assistance, please contact ae. 


Sincerely, 


Ernest i: Prentice, Ph.D. 
Research 
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Tye University of Chicago 


University and University Hospitals Combined Human Use of 
Radicisotopes and Radioactive Drug Research Committee (067) 


Dear Ms Holmes: 

Thagpk you for this to share our views on the methods and sateguards that 

have been over the last severa) decades to ensure the safety of subjects who 
in studies that involve low levels of radiation Researchers at this 


have and distinguished record in this field and have to 


I am the chairman of the Human Use Committee for Radioisotopes, which has evolved 
from a committee established at the University in 1951 to review and oversees all medical 
studies involving radiation and human subjects. Our committee deals with al] research 
uses of in humans at the University of Chicago and at the University of 
Chicago Medical The Human Use Committee thoroughly examines every research 
to make certain that al] aspects, such as the dose and the pharmacologic activity 
are safe, and that the training and of the researchers and the scientific of 
the proposed research are optimal comunittes also makes certain that any 
risks and benefits are tely explained to all research subjects ahd that worded 
consent forms are used to enrolling any subjects in a study. For all of these reasons, 
we are confident that the current methods of assessing and communicating risks fully 
protect all human subjects who choose to participate in these studies. 


A separate committee, the University of Chicago's Institutional Review Board, which 


subjected to any risk and that all research subjects have been fully informed of 
the purpose, risks and of the research and have given their written and verbal 
consent to every aspect of their participation in the research project. 
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Securing fully informed consent extends beyond commumicating radiation risk to 
Wautin tte ots oh aeaad alti akesdinindel” 
research themselves. I: must also be designed to reach out to patients who must decide 
whether or not tw enter « clinical trial that involves Although most 
patiants quickly become knowledgeabie about thatr Mlness and al] svailable therapies. there 


educationa] background that them easily © understand the trade-offs between risks 
and benefits, no matter how clearly the consent forms may be worded We make every 
ty ty me tytn epee pe 
explaining the details to their families. answering their questions and 

them to edditional sources of information Of course ous conesrn extends to all 
“research, not just that involving but « ack of public understanding of 
radiation and the misleading treatment of of radiation in the popular press 
can confound the best efforts of physicans and researchers to these mafters. 


Finally, allow me to add that, with the proper and 
cautious use of human subjects in research is a ee 
and therapeutic procedures. More than 10 Americans each 
medical procedures that use radiation, inctuding diagnostic 
ocana, Medicine procedures or radiation None of the tests or 
treatments in common use today could have bean without reseerch on s 
Umited number of human subjects. 
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. MG. Kiew, 
J¥AA st. MARYS HOSPITAL tomar MO. 
EEE The Regonai Medical Cerner GED Geno Saccomanne, PRD. a0. 
March 10, 1995 


1726 M tireet im, suite 600 - 
Washington, OC 20036 


Dear Doctor Faden: 
This is in answer to your letter to Ms. Ruth Michels of March 7, 1995. 


Since I am a pathologist, I cannot add to how radiation problems can be 
handled. However, I will explain how I handle an 1.8.8. aeeting if radiation 
exposures are to be evaluated under such circumstances. 


Although we do not have a radiologist or radi icist on the [.2.8. 
beard, if a presentation is aade and I note that radiation exposure is to be 
considered, I invite a radielegist and our hospital radio-physicist to attend the 
1.8.8. aeeting to help us ly evaluate the radiation exposure liabilities 
to both patient and hospital. I believe this is the best solution to this issue. 


If you have any other questions, please call ae at 303-244-2066. 


9€8 


Stacerely; 


§ 


Gene Saccomanno, Ph.D., 4.0. 
1.8.8. Seard Chairman 


265.42. MEM: of 28 ACLS! 


55 North 7th Street « P.O. Box 1628 « Grand Aunction, CO 61502-1628 © (303) 244-2064 © FAX (303) 244-2892 
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$10 South Kingshigheav 
St. Lowis, Missouri 63110-1076 
(314) 362.2809 


PAX: (314) 362-2806 


Les 


February 22, 1995 


Ruth R. Faden, Ph.D., M.P.H. 
Chair, Advisory Committee on Human Radiation Experiments 
1726 M Street, N.W., Suite 600 


Washington, D.C. 20036 
Dear Or. Faden: 


| just now received your letter of February 10th regarding your request for 
input/views on matters pertaining to human subjects research. | 
understand you need to receive responses by February 24th; so, I'll FAX 
this letter to your committee. As time is of the essence, I'm composing this 
response as | type along so it may seem somewhat unorganized. We are 
an MPA institution with rapidly growing human research interests. | would 
like to see a truly common rule governing all research involving humans. 
Based upon the total USA experience with human studies research, it 
would seem feasible to accomplish this. Why should we have two sets of 
rules (OPRR(OHHS) and FDA) with conflicting requirements regarding 
"emergency research” or intervention (@.g., investigational drugs) for 
emergency use? Why does OPRR require assurance of compliance dy 
legally separate off-site facilities but FDA does not? if "risk" standards are 
to be used as the basis for determining the level of protection (informed 
consent) required, why aren't those standards more objectively defined 
and universally agreed upon? If certain enumerated research is suitable 
for expedited review, why would this not apply to research, not included in 
the list (at least not clearly included), nonethemore invasive or risky? 
There appears to be no organized method of credentialling for the purpose 
of determining suitability to become a human subjects research 
investigator -- should there be such a process? Having raised these 
questions and issues, | close and thank you for the opportunity to respond 
to your quest for information. 


Sincerely, 
Ralph W. Trottier, Ph.D., J.D. 


Professor and Attorney at Law 
Chairman, IRB, Morehouse School of Medicine, Atlanta, Georgia 


$37 


BLANK PAGE 


$35 


7 


BIBLIOGRAPHY OF THE NONTHERAPEUTIC 
STUDIES EXAMINED IN DETAIL BY THE 
ADVISORY COMMITTEE 


As described in chapter 7 of the Advisory Committee's final report, we identified 81 radiation 
experiments involving children through a review of medical literature and AEC documents from the 
period 1944 through 1974. Because we decided to focus on nontherapeutic research involving children, 
only 37 of the identified experiments could potentially qualify for our detailed risk analyses. However, 
only 21 of these 37 experiments were conducted or supported by the federal government. The following 
is a bibliography of articles which describe the 21 experiments for which the Advisory Committee carried 
out risk analyses. 


Benda, C.E., et al. "Studies of Thyroid Function in Myotonia Dystrophica." American Journal of 
Medical Sciences 228(1954): 668-672. 

Bonner, F., et al. "Studies in Calcium Metabolism: Effect of Phytates on 45-Ca Uptake in Boys 
on a Moderate Calcium Breakfast." Journal of Nutrition $9(1956): 393-406. 

Friedman, A. "Radioiodine uptake in children with mongolism.” Pediatrics 16(1955): 55. 

Kelley, V.C., et al. "Labeled methionine as an Indicator of Protein Formation in Children with 
Lipoid Nephrosis." Proceedings of the Society for Experimental Biology and Medicine 75(1959): 153. 

Kurland, G.S., et al. "Radioisotope Study of Thyroid Function in 21 Mongoloid Subjects, 
including observations in 7 Parents." Journal of Clinical Endocrinology and Metabolism 17(1957): 552- 
560. 

Lavik, P.S., et al. "Use of lodine-131 labeled protein in the study of protein digestion and 
absorption in children with and without cystic fibrosis of the pancreas." Pediatrics 10( 1952): 667-675. 

Lowrey, G.H., et al. "Radioiodine uptake curve in humans: II. Studies in children." Pediatrics 
4( 1949): 627. 

MacDougall. "Estimation of fat absorption from random stool specimens." American Journal of 
Diseases in Children 108 (1964): 139. 

Martmer, E.E., et al. "A study of the uptake of iodine (lodine-131) by the thyroid of premature 
infants." Pediatrics 17(1956): 503-508. 
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Middlesworth, L.V. "Radioactive iodine uptake of normal newborn infants." American Medical 
Association Journal of Diseases of Children 88(1954): 439. 

Morrison, R.T., et al. "Radioiodine uptake studies in newborn infants." Journal of Nuclear 
Medicine 4(1963): 162-166. 

Ogborn, R.E., R.E. Waggener, and E. VanHove. "Radioactive-iodine concentration in thyroid 
glands of newborn infants." Pediatrics 25(1960): 771. 

Oliner, L., et al. "Thyroid Function Studies in Children: Normal Values for Thyroidal I-131 
Uptake and PBI-131 Levels Up to the Age of 18." Journal of Clinical Endocrinology and Metabolism 
17(1957): 61. 

Quimby, E.H. and D.I. McCune. "Uptake of radioactive iodine by the normai and disordered 
thyroid glai 1: “aildren."” Radiology 49(1947): 201. 

Reill: %’'.A. and D.I. Bayer. "Carrier-free radioactive iodine-131 thyroid uptake and urinary 
excretion in invciial and hypothyroid children." Journal of Clinical Endocrinology 10(1950): 811. 

Saxena, K.M. and C.V. Pryles. “Thyroid Function in Mongolism," Journal of Pediatrics 
67( 1965): 363-370. 

Saxena, K.M., E.M. Chapman, and C.V. Pryles. "Minimal Dosage of Iodide Required to Suppress 
Uptake of lodine-131 by Normal Thyroid.” Science 138(1962): 430-431. 

Scott, H.W., S.R. Elliot, and R.C. Clay. "Blood volume in congenital cyanotic heart disease: 
simultaneous measurements with evans blue and radioactive phosphorus.” Bulletin of the Johns Hopkins 
Hospital 89(1951): 121-132. 

Sharpe, L.M., et al. "The Effect of Phytates and Other Food Factors on Iron Absorption." 
Journal of Nutrition 41(1950): 433-446. 

Silverman, S.H. and L. Wilkins. "Radioiodine uptake in the study of different types of 
hypothyroidism in childhood." 

Van Dilla, M.A. and M.J. Fulwyler. “Thyroid metabolism in children and adults using very small 
(nanocurie) doses of lodine-125 and lodine-131." Health Physics 9(1963): 1325-31. 
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